FCT/JP2004/010M7 



5 ^ S # It JT 

JAPAN PATENT OFFICE 



29. 07.2004 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ffi £ ¥ J3 S 
Date of Application: 

ft # * 

Application Number: 

[ST. 10/C] : 



2003^ 7^300 

#H 2003-282354 
[JP2003-282354] 




Applicant(s): 



A 



CD 
—I 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



m 

8 



infill' 
1 



Commissioner, 
Japan Patent Office 



2004^ 9 J! 2 B 



> I') 




tBIE# 2004-3078805 



2003-282354 



^- : l/E 



[ft*] 



03P00031 
«U5# 7^300 

C07D261/00 



[ft*] 

[j»W!«^] 
[ft*X*i**M 
[ftSA] 

[WW*^] 

[#a±] 

[ft*X»±*frl 

[attufcftaAi 

[ft*Xli**fc] 

[#&**o^] 

[Uto^^Bftl 
[*#*] 
[*#*] 
[•#*] 

[-affig^jKS^] 



1*1 

mn asm 



000001926 

100108970 
011*1 

06-6455-2056 
100113789 

06-6455-2056 

044602 
21.000R 

ft 1 
H&» 1 
9720909 
9905998 



ffifE# 2004-3078805 



#0 2003-282354 



^— s>: 1/ 



mac* 1 1 

(I) : 

mi] 



R 6 — R 5 — R 4 — S0 2 ~W (1) 



Q Q 



R 1 — C 



<X) jO POO >s fctt -i-n^O 

' ^ R 3 



ZM4-CH2-. -NH-, -0-, ^^ l± - N S -i a 

R^t^tiO>TU^7UV^/:lil^tiT^Uv^ r o7V^ , 

HE 3] 



|^Tv?TiJ:v^W«W) ******** *®* DK 

mtE#2 004-3078805 





#M 2003-282354 



2/ 



[ft** 2] 

Hb4) 



-?— N 



X 



C— R 1 
II 
O 



[it$a 3 ] 

Mb 5] 




(RMi-etL-rtt^LT. />ny^, »t;v*;k ->*nr;v*;K »r;v^-;v 

;V 7yJVt^>, -I>n, ->7A *lTV>T *> * V>T 5 J . t fclitt&3*LTV> 

tUV»75^*W^;m«0, K 2. £fctt3;nli(K K 2, 3, £fct±4 
; p|±0. U 2. 3, 4. *fc»±5 ; Q tt 0 , U 2, 3, 4.5, 4fcl±6 I rttO 
1 2 3 4. 5. 6. ttzit7) ^*j$tL**-C**W*3ll4fet±2aB<R^k 

4 j 

[»*«5] 

fctiIE# 2004-3078805 



#H 2003-282354 



3/ 



fcfMftOfl^fcK *©#*£«H*#. WnK?^, fcL<t±-€-tLfeO**±« s #$*L 
[fl*^ 6 ] 

R 2 *****^ **** >fV^nt°;K sec-r^K ^V7"f;K tert-^^K UK 
4-zhn^yy;v, 7x-^xf^ i-t7f;^f^> 2-t7Wf)v 

;v _ 2 _^;u^;k ^>7'f 7^-^-2-^ ;Mf;K * fc»±^^X>f 5 rV-fr- 

9 ] 
[-ft 6] 




(^4", R 7 > m. p, is J: r 2 
1 0 ] 

Hte* (I I - A) : 
Mb 7] 



H 

^ 10 -C^— R 9 -C3-- S-N^COOH (II-A) 

o 



(5£*> R^tt**"*?-. ^y^ntf;v, sec-^;K ^V7*fJK t Kn*-> 

ffi|E# 2004-3078805 



#12 0 0 3 -2 8 2 3 5 4 . 4 

Xtt-CH = CH-*fcl±-S- ; 

r 9 i±^: : 
Ub8] 




Zli-CH = CH-i/:li-S-; 

(I i-B) : 
HIS 9] 

R 21 



? R 8 



R 20 

R 8 tt**K^ **** ^V7ne;K sec-7^;K ^VW, 

Xli-CH = CH-i/:(±-S- ; 

R 9 «: 
Hbi ol 



N- 




t KniffilT***, 7~>;K -hn, y7A *fctt»HWtiv»7^ 

V, _cH=CH-CH = CH-1>L<»±-0-CH2-0--C*fc$tLtL*S»*^L 

ffifE# 2004-3078805 



mm. 2 0 0 3 - 2 8 2 3 5 4 : 5/E 

t uw -c3s**mis*«K w d ^'^ ^t<t±^tL<boM 

n*a* 1 - 1 1 m^tt^c*^^****** u^t^m*. 

■£B#*lo 

1-11 OV^*L3ft»K|Bft©'ffc'ft*©«fflo 

1-11 ov>rtL^ti|B«O^WO?6*±^***^** A*^trPBIL»W 



ffiiE# 2004-3078805 



#H 2003-282354 



1/ 



10 0 0 2] , - 

trvh'J^n^o^tT-t' (MMP) WLtv^o MMP — 
\ (im^yVI—*) *»^MMP - 2 3 J T# «D77 5 'J -#SitH, W4I 

mmmm&. nmmm, mm, mme>mmxi±&m> ****** 

MMP BftflUl t*t*^**>7? IHMfc* 1 * <£ U^tflfcfc* 1 * 

3M£*«, 2-7 CfB* * tL-C V> £ o 

MHfcfcSU 1 SRWrHJ» 9 7/2 7 1 7 4^7I/yh 
[#fF^cm2] SBSK2tRl»9 9/0 4 7 8 > 
[#iMifc3] SR^rPB*0 1/8 3 4 6 1^7Vf b 
[#^m4 ] gl9t£tM£ 0 2/2 8 8 4 4/071-^ 
1^15] gBR&RIfcO 1/8 3 4 6 3/07V7 h 
[#ff:«6 ] 0 1/8 3 4 6 4^71/^ 

[#WF^:m7 ] Hfi&&H§& 0 0/6 3 1 9 4/O7W7b 

Med. Chem.) 1998¥> »41*. #4^, p. 640-649 

[S&93 L i ? t i" S HUB] 

«tt^»^J^>7? K»##**> ^MMPIfl«iS14 : lr^i-it«rmmL, 
[0 0 0 5] 

l) (I) : 



R 6 — R 5 — R 4 -S0 2 -W (I) 



ffi|E# 2004-3078805 



#0 2003-282354 



^-v : 2/ 



x Q Q 



R 2 R 2 " 



r3 O , R 3 O , R O 



R i-^ Ri - c Y^n R1 " c TTsi 



R 3 



(5£<K R 1 liNHOH, liKn^i/, SfcliftSfcT^*^**^ ; 

R 3 ii7K*IT>^ «|fc3*iTv>Tfe *vMft*7/i>*>K B!*$*L-cv>-cfc iv»7'J-/K 
ZMi-CH 2 -> -NH-, -0-, ttzli-S- ; 

R 4 tefim$tvrv>T*> iv>7'; v>^/;!ift^^'Cv>tUv>Arn7 1 J V> ; 
R 5 ii:£ : 





R 6 ti®m$tLTV^T^ iv^r i ;-;v> lt$^-CV^Uv>Afn7';-;K SfettH 
[0 0 0 6] 

3fcH#L<tt. JSHT02) -18) K«t4. 
2) W?5 S 
Mfc 4] 

R 2 
R 3 O 



tBfE# 2004-3078805 



mm 2003-282354 



3/ 



3) R 6 ^: 
Mb 51 




(R 7 ti-etL-rtL?$aiL-c, /Nnr>, «y>»v^K '/^nrm »r;v^-^ 
ftftra/*-/!/, tt7;v^;vt^'>> «r;v^r;vf-*. ^ 

#*Sa tefcT^****^*^-^ WT^^;^ji/*-;K ^w^-OK 7v 
;V % T~>;V**v. -hn, 5/7A tt&S tLTV^-C t> «t V>7 5 A , t fcttH&S tLTV> 
■CUV^7 5y *JV^-;V ; mt4 0. 1, 2> itz\$3 ; nf40> 1, 2. 3. Sfctt4 
; pf40. 1, 2, 3. 4, Sfctt5 ; qtiO, 1> 2. 3. 4. 5, **:146 ; r 14 0 
1. 2, 3, 4, 5, 6, *tz\±7) T«M*L**-C**1) *fc«2) »*«*ffrfr 

[0 0 0 71 

5) R 2 i=J;^R 2 ' ^tL-rtaS&LT, Anyv, KKnJfV, */w*^ 
✓OK ^fc^K ®«fcT;v*^f-*, & L < (4 n7iV^;K«$ *LTV>T & J:v> 

~4) <D^-rtifrK ! mm<Mt&w, *©**flH*#, W 3 ^^^ 

[0 0 0 81 

6) R^iZ/R 2 ' ^-e-tL-rtMttarU-C, 7K^m^> **->K >fv:/nt?;K sec-^-^ 

ffilE# 2004-3078805 



#0 2003-282354 



4/ 



4 _ t |;n^v7i;;w ^v?JK 4-tKn^fy^>y;K 4 - 7 >U * n V 5> /K 
4-^nn/<vy;K 4-/o^^vy;v, 4- - bn/o^v, 7x-;vxf;i/, 1- 

K _ ;v _ 3 _^;v^-^;v. (5 -n Kn*v-W > F-;w- 3 --f ;v) 

7) °R 3 t? ab * 1) ~6) ov>r^t|BIRWfk^»^ -tOjfe^Mttflc, 
7nK7 7^ i> L <tt* *L<btf>»aLLH : #$*L&*&. Sfctt**LfcO»fc*Q»o 

8) R 4 # s l, 4-7*-W>*fc*42, 5-Wx>^^*4 1) ~7) OV>-f 

9) R 6 ^: 



[0 0 0 9] 

1 0) -*bS; (I I - A) : 
Mb 7] 



[ft 6] 





o 



Xli-CH = CH-l/;li-S- ; 
R 9 ti^: : 



mfE# 2004-3078805 



003-282354 



^-y: 5/ 



Ms 81 





Zli-CH = CH-ifcli-S-; _ ^ ^ 

w^K7?^ feL<ii*fte><oi^±w s #* * fettle* 



1 1) -«s£ (i i-b) 
Mb 91 



R 20 



R 21 p8 



COOH (II-B) 



R 8 tt**l*J% -fV^ntf/K sec-:/*>K ^VW, * Hn** 

Xli-CH = CH-I)tli-S- ; 
R 9 ^ : 

Hbi ol 





<&R7 ^n^T;v^;v. ^aMr^*^**^ 

KKn*">ft»7^ 7v-;K -hn, ->7/> 4fcttiKJI**tTV>-C% J:v>T^ V 
£ oT -CH = CH-CH = CH-i L< l±-0-CH2-0-T?£fc3*t*L*3**3& 

^LtU^) -e^stta^flfe. *<o*^flmflt. fcL<ii*ft<b 
1 2) -tffc* (i i-c) : 



ffiSEHf 2004-3078805 



#11 2 0 0 3-2 8 2 3 5 4 *- s J 6/ 

[ft 1 1 1 



R \L O f 

R 22-/~\-ps-^\- s— n ^COOH (H-C) 





(5£"K R 8 «i**JR^ **JK ^yyntf;K sec-T^K 'fv^^ fcKn*~> 
X»±-CH = CH- £fc{±-s- ; 

R 9 fi:£ : 

[ft 1 2 ] 



R 22 ^5j:U f R 23 {±^tL-rtL^2:LT> ac**^ ^n**>, ©fcr^/K tefcr*** 

KKn*yfift7m 7y^ -bn, y7A ifctt«ft5iiTv>TUV'75; 
) T^Sti&ftS-tK *©**«tt#. WnK5^, fcL<li**tfe<&**-ii»^ 

l 3) -fls* (I I-D) : 
[ft 1 3 ] 



R 8 



r24H ^^ r9 "^)^I~h^ COOH (II " D) 



R'li***^ >fV/ntT;K sec-:/^/K ^V7*f;K Kn*v 

Xl±-CK = CH-Ztzli-S- ; 

R 9 i±o^ : 



ffiSE# 2004-3078805 



#M 2003-282354 



7/ 



Hfc 1 4 ] 





[0 0 10] 

14) 1) -13) <D^iTfLi}^Z.mWL(Oit^^^^^ Lt^ttJgirao_ 

15) 1) -13) OV»rtL^^|B*O^W*^«JJft«'fcU-C'&^ri-4^^n^n7-T 

16) 1) -13) <7)V^-rtL^^fafc^b^^«^t Lmt5"7h'J 

tb<D i ) - 1 3 ) (o^-rfi^K%zm^t^(ommo 

is) i~i3) <D^?ftfr^mm<vtt&Motem±<vm%*7Firi;ZA*^tfm%MW 

;n^-;K n-7nlf;K -fVT'nt^K n-T^K 'fV^K sec-:/*- 
;W tert-^f)K n-^>*JK ^V^VfK n e o -•'O'f-JK n-M'>^ 
% ^yx^v;K n-A^ffl/, n -*^*;V^^W £>*L&o £f£ L < i±> C1-C6 
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7x-;V7"ne;vf) , t7f;Mf;v l --^^v^^K 2-t7f;M 

n 7 >hv;v^f;v (tfiUif. 9-7>>'J;v^f^f) , If?*-***-* ( 
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7'J;k 3-7U;v) , ($)x.l£, 2-*m.->K 3 % -f^^VV 

;v 2-4 swva's 4->f5^vu;v) . tr^yy* 

U;K 3-tT9v*u;v) , 'fyf-r/'J* (fli&wr. 3-^v^yy;;v) > ^fv*+t 

, f7^/'J;v (WiLtf, 2-f7V'J;v) , fcfyi>;v («x.wr, 2-t?yv;K 3-tfV 

] fl«57'^ (#flx.tf> lH-f h 9^*) . t^t^T'/'J)!/ (Wx-if. 1,3, 
4-*^t5?77'J*) , fTv;77'J;V (Mx.lf, 1,3, 4-f 7^77^) > 4 
y KV ^-/U 2 — -f ^ K y y-JK 6 --f > K'J i?-*) > "f V4 > * ( 

% 3 _^>Ky;v) . sow)* («*.«r* 3-4 . yy-^ (flix-tf, 

0Wx.«T, 1-7^7'^) > t7f'Jv-^ mz-\£, 2-t7f'Jy^V) , 

vwj^ («x.if N 3-->>yy-;v) , "fr-VV-* 2-^7-yv-^ 

;v 2-7it>HJv^ 3-7xt>h'J^) > T**)?-* (08*. 

2-^>775-JV) > ^y7^/7'J)V 2- / <>7'f^r/ 

y;v (^0x.{^> 2-^>yt^t7>;;v) , "«>7**ty7 , /V* («x.t^ 4-^> 
7*W77U*) . ^7>fVf77'J* (WiLtf, 3-^>7-fVf 77'J^) . 
^>7f77'J;v (flitf, 2-^>7f77-'J;V) , ^>77'j;V (^Jx.{^ 3 
y 7 ij;v) , ^>Vf-jL„;v ($|xJ;£ N 2 V-f-i-;v) N ^>7^t^77-^ ( 
fljttf, 5 -^>7yt^77^^) mamiifhtLZo 
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R 3 K£lt& r^fnT'J-^J fcLTIt fcfVv;K f^-^K 

R 6 K;j3ttS r^f°7'J-^J fcLTtt, *>"J^ (fflx.lt 2-^>"J^) > 'fV 

(fflx.it l-'fv^r/'^v) , tfyy* (fflx.it 3-evv;W , 
(fflx.lt 2-^>/7 7-;v) , ^v/fx-^/ («xtf, 2 -^y/fi-^ 
) yx>775-;K >fv*/y^ (fflx.it + , (WAtf 

2-^-;v) , 7'J;v (fflx.it 2-7'J;v) > ^vyyt^v^x^WJ Lv» 



fi&M So fllx.lt (fflx.lt 2-^4r-9-V;^^f-;V, 4-** 

, WJ^f^ (fflx.it 4-f7VJ;v 

xf;v (fflx.lt 5-f77'J^-2-xf^) . 'OW/y^f* (fflx.lt ^ 
2 , ^V/fT^Wf* (fflx.lt ^>7f77- 

;v _ 2 -^;v^^;v) N ^f>K'J;^f;v (ffix.lt >f ^ K-;v- 3 - , 4 

(fiix.it aw) „ jyrwji'**-* (fiix.it 

l _^ ;v^f-;V) , ^V7>'J77'JWf^ (fflx.lt l-^>7b'J77'J 

^y.;;v^fjv (ftix.it ^ 2 -**-)i0 . ey-WfA' (fflx.lf 

> 7'jwf;v (fflx.it 77>-2->fwf;v) > fvx^ju 
(fflx.lt ft7x>-2-'fWf^) ^^If <b*i&o 
R 2 £> it^R 2 ' l~i3it£ rAto7'J -;vr;v^;vj ktttt, ^>K'J;v^f;v (M 
x.it -f ^ K-;v- 3 -4 frfffr) „ /f§^7';;Mf;v Will 5 yv—fr- 5 
„ ^V'/*t7'J («ilf> 2 ->f ^ f-* 

) , ^>7f77V^fJV (fflx.lt ^>7f77-;V-2-^V>f^) > "OX-f 
^Vw;v^f-^ (fflx.lt ^v7^f5r/-^-2->f^) > (fflx 
It ft7x^-2-^WfJV) . ifcttfT'/y^f-* (fflx.lt 2-f77V^ 

R 3 £i3lt* [Afn7'J-W^^J tUli, r/K'JWf^ (ix.lt 

;v) , (fflx.lt ft7x>-2-^>f^) > 4fcttf77'JWf 

;v (fflx.lt 2-f77'J)U>f^ 4-f77'JJV^^ ^7&*W btiZo 
[0 0 15] 

#^5~7*mt/c(i^tL<b^2lim±^Lfcm^^1-So Wx.lt enW-A^ 
(-Wx.lt l-tfnu^-;v. 2-tToU^-;i/) „ tfn'J-;V (fOx.lt 3-tfnV- 
, -f§r/'jy=* (fflx.lt 2-^5T/Vy-;v) > ^5^V'J-;V (fflx.lt 

„ e?7yv-* (fflx.it i-e?7'j^, 2-e5 7Vy^ 
) „ ^7 7';-^ (fflx.it t?9W^;v) s tr^u^;v (fflx.it ^vvs. 2-tr 

/<ijy» „ ^7-7-;!' (fflx.lt l-tf^^V 5 -^) . r/K'J^ (fllx.lt 1- 

^/K'J^v) > *f v-f * Ky-* (fflx.it ^v^vK'J-^) . (fflx. 
if, ^;v*UA 3-^e;v*U-;v) , 4H- [l, 2, 4] tW77-*-5-t 
1, 2, 3, 4-rh7tKn- [1, 8] t7f'jyv, 1, 3-^V7V**y 

R 6 iri5ltS r^TfflttfJ fcLTW> f77'Jy-K fcf^Uv^K tfnV-^ 
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^HflS'K rrw>j fcn. mis rru-^J *&it#$M 2 o 

1, 3-71-WA 1, 4-7x-W>#«?>«oliftt<lil l 4-7x- 

rAfnr'JWj tit, UtrSB Krn7'J-;H *fett*$*L;& 2fa2& 

c jfiL<li, 2, 5-ft7x'/y^, 2, 5-7 5y^^4Wtl4, 
[0 0 17] 

r^nrvJ ift7^, * J: tfa** &* L 

nt!^*^ ^v^nifA'**^ n-7*f^t^y, ^v^fW^-A sec-7 
^;i/**~>, t e r t -r*-*******^ ^ tt^> 0 #2L<i±> *f-;V**i^ ^f" 
JV**^, n-^nm^fy, ^fy^n^**y, n - 7*- * * * s-^f"^* 

✓<^;i/**v\ 3-7*f-;^^y, 2-7-f-;v**y (?nb=K#y, >fv*n 
h-;i/^-^v) , l A'* s *3'* ^v^>f-^t^yWlf?>Wo C2~C 
3 7H-A , **y* I !fJ Lv»o 
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®«IT;V+;vJ tfittJo hV7**n^f^ Hj^nrM^;K y7W 

n.x^;K f'J7;i/inxf;v, y^nn^^K h V ? nnxf^pf £>*l& 0 $f 

^IPMBW** |>*n<g;jftT J tLtli, bij7^*n^m*yf*>sp 

;v 2-tKD^yxf^ l-tKnt7*n^, 
2 - b K a * ;v**^tf o 
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v^r^yj tit, T$;ttz&mm mmr^^jv] % mm [tv***] ^ h&ib r^-r 

mU.lftKli, 75/4fcli, C1~C67W, C1~C37W7x 
Cl~C37W^'Jv^ C1-C67M^*^-^, L < l±7 V 

y 7-tf;v7^, ^>^;v7^fWbtLS 0 0iL<(±75y, ^^7 5 
y^ xffl/^ f;U7 5 y , yxf)l/7?A 7-bf>7^»^ 

f /ct±. C i ~C 6 r^^;v-e l tizit2mmw^^x^xi i 2:^r^ y 

t^o 75;*^x^ y f;V7 5 y yVf;v7^*^**-K ^ 

[0 0 2 0] 

*Wiffl»+. rUlfeSfrWTfc *vM£iR7*'*A'J LTi±, ~>* n 

-ho, y7A #;v***->> fit7;v^^t^fy*^*-^ ^n1&R7>l'*>K ' N 

7-»k 7yjvt*y, mmzfrx^x *> * T';-;v** 

n-^>, tKD^y, ^w^^OK y^T'K ftsRTA'*^^-*^ 

[0 0 2 1] 

«f KJ ic^tt^tt^t Ltli, wmzftx^xi> iv«7;v^JK ->^7^*^ 
ft»7Hx;K «T^^^;v N cKn + y, ffijR7>l'*Jl'# i *-S'> ^**7 P >, 
7 ^n/f*, /nd^v, -hn, «>7A #;v>K*v\ Sl7JV^;^^fy^^*-^ 
„ ;Nnfit7JV^;K ^nfii|7;v^JVt^y> lH$ntv>tt> iv>75y, fi^^tL 
-Cv*"Ci> iv75 -/ Tv;v. 7v^i + v. B&3*vcv>T<> *v>7 U -A' 

> tt^^v»-Ciiv^rn7'J-;K lt&3*iTv>Tfe J: v^£#ifelfc3R^ 111ft 3 
k-cv^-cfc iv»77;v^;v, ®I7^^jv^^*-^k 7t — vs* 7Vi^ l^ttl^ 

£*l-CV*T*> iv^-7 W h\ a*** 4 ;K <aRT^— v^fl^lf £>*t&o ^tL 

ffi§E# 2004-3078805 
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i-y. 12/ 



[0 0 2 2] 

7;v^;vt^^A ^nrA £ fctt^nlfcR 7* ****** l^o 

;v*;k '/^nrm, «t;v^-^, fiiTJ^-^ M^n^v^iA <&» 
7;v*--;v**-:a «T;^^;^^^^ ^nig;jf&7;v*;K ^ni§7;v^;vt^v, n 

7;v*;v*;v*-;K ^w^e^Ok 7v;K T^tt'A -hn % v7A fi&3*t 

yy, fijRT^*^ fti7;^iVt^v> «t;v*»/^*. ^afit7;v^;K 

[0 0 2 3] 

R 2 i3 £t>*R 2 ' KJ3lt& rtft ? tit v> -c U v^r n 7 'J - ;vj WtMcLtli, 
. IBdR 7** ^nyv, t/:li^nftf7;^;H ? fftL^ 0 

»t;v^^, ->^7)v^^ M7;v^~;k ii7;v^f-;K fernr**^** -> 

. 'B$l7;l'7--/l'**~> > mkTK*^*, ^U&MTA'**'. /M3ft*7A'*A'** 
i&iRT^*^^^* — */Wt*>f ;V> 7v^ TviH^rA -hn. V7A a 

ry, t ^ttasistL-cv^Tt iv^7< stmt tv> 0 

[0 0 2 4] 

R 2 isj:o f R 2 ' iz&ifz [m%tztir^xi> iv^fnry-^TM^j <^fMt 

R 3 &-:fclt& rift5*Ltv>tUv^fn7'J-^7A'^J OfMttTtt, t 
Kn+y ft|7Ji/ + ;vt + a ^n^A t fcliADftf 7;^JV^S tv> 0 

^ &MLTfr**> v/^D7;^JK M7^)--^K IftjRT^*-^ &&T»'*fl'** 
V. fiiR7^-JVt^'A mkT)V*)\,mr, ^nft»7/l'*>K ^nlg^TJV*;!':* 

;v> ki&7;v*;i'*;i'*-;K *;wn^eW;k 7V;k 7->;v**~>. -> n > ~>7/. 

^MS®^MMP MMP-2, MMP-8, MMP-9, MMP 

-12. MMP-13) H»LT**lC«*LfcB#«tt**i-*o. tit. 

{iiSE# 2004-3078805 
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^-v: 13/ 



t4£t#"Pi4« (I) KSttSW**, WTO****-*****^ WOO 

0/4 6189, WO 0 0/ 5 8 3 0 4, WO 0 0/ 5828 0 * o ^ * 

(AS) 

[<fc l 5 ] 



X'-R'-SO-N'^COR" ^ ^ » =— R<-SO-N^-COR" » 
FP R«-== R 3 

(III) (IV) (V) 



R 2 



R* 



COR" 



S53XS 



x 



FP 



(VII) 



(VIII) 



(R 2 , R\ R\ *J:tfR 6 l4*riBi:RI**L R^t****^*©**** R 12 i4~> 

;>nyyft» (III) i:=I^^iXL, <k^ft (V) *#aieT?*So 

(I I I) i: v"; JVT-tfV^i^ (IV) Lfc»iftK:. -1 0- 

8 0*0, »t L< i*0~ 5 0*C-C^9y^A»«|tfc«tt*«rinx., i<KLT7JV^ 
^sk-T^o #WT?7 3>£fln;U 0-10 OX), «FS LU4 1 0-8 0«C"C, 3-7 

1 0-8 0 c C> ffi L< 140-5 0-CT-3-7 2*H. ff* b < 14 8 - 2 4 *MH*L*: 
o M£W*m> If©W*fir^v\ ft^Jfe (V) ^i^i^^l^o 
~>'J ;VT-fef- V>tt&mt UTJ4 h 'J^WJ A/T-fef-V Lv> 0 

rr/atlt h'JxwrA HJ7ntf;V7 3^ HJ:/?-;V7^» s SF* 

ffliE#2 004-3078805 
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a (vi) u »ur>im*toz., io~i5ot, t^L<(43o~i 

OO'CT-, 0. l~6B#l§K ff4L<»i3~5l*flBa«iU - 2 0-3 0'C. 0*L<ti 
-10-1 OW, ft^W (V) k75 >«r#«Etw#*Lfc#**fin^, - 1 0-8 Or 
, »* L<l±ill;ll 0-5 Otl?, 6~7 2B#K> #2 L < i± 1 2 - 2 4 tiMMftfcU ft 
&m (VII) tffthtL&o 

^nV^ftMfcLTtt, N-^nn^->WU\ N -yn^^»^ 
lf T?>tLT(±, hiJi^;VT5>, N-^W^*'J>W 



W> 3 HI'S 

ft^% (XV) WO 9 7/2 7 1 7 4 

Kl|B«W> A&m 1 XH 2: W»©*feT#*'t * - ^ *> s ^ * * ° 

(B«) 

[ftl 6] 



vV o 

O 

(IX) 



+ HaN COOR' 



(X) 



S1I8 



f 

(XI) 



R 2 If 
1 _.„_,_„ HO-N T 

OHC _ R 4_ so _ N ^COR" % 3X «» ^ R«-S0 2 -I^COR» 

FP 
(XII) 



R s R 6 -^ 
(XIII) 



(XIV) 



O-N T 
R 6- 4t^ R'-SOa-ljT^COR" 



«5X« 




(XV) 



(XVI) 



(R 2 . R 3 . R\ R\ R 11 i3J:?J f XMimiB2:l^^*) 
[0 0 2 71 
ffl 1 IC^S 

(X) ©7 5>'3fe****->Wt^*£fcfc*!HfrfrW (XI) *W 
^XgT-^^o WO 9 7/2 7 1 7 4 KiBtt© Att* 1 XH fc HttO^ffi-e-fr*^* - ^ 

[0 0 2 8] 

i$ 2 X3I 

iOlglif^i (XI) <D-*m4t***S>WLit-**ZbKX*)T*T\z\> (XI I 
) *#*RJST**o ilt^^^^W^b^^^^^-t^^^o *Bx.tf. ft 

(XI) *»*EK:**U - 1 0 0 3 0t> #3:L<tt- 9 0 5 0tM 

L t^/**X?:iCW0. 1~6B#IBU »* L<(i0. 2~3«fWll^t4c BiB 
flre*X*J*ini;t0. 1~6B#^. jflKliO. 2~3B#W«#U 0-5 
Or fflL<liO~40t:T-0. l-6W,»H<liO. 2 - 3 e#ra#-f &o 

mm * m&mm Lx&b KMt&® (xi n »tw-a£fcfc<*©RjSfcffl^*<» 

{±S|iE# 2004-3078805 
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<*-*J : 15/ 



[0 0 2 9] 

IS 3 T.^S 

±|BI5glwJ: t}#<btL^T;Vf t K (XII) SrT^K^^A (XIII) fc»a*-r& 
RJST?*&o tt^tJ (XI I) fct Kn*?/*7§ U &3fe*iDx 

T> - 1 0-8 Ot, Sft L< Ji0~5 0t^3-7 0$L< 1*8-4 8R$n» 

#lt, <Mrtfc (xiii) *#£o 



[0 0 3 0] 

H 4 Ig 

iWXgttT^K^VA (XIII) ^'b'f Vt^tV-A'S^i^tSIg-C^So 
T;VK^">A (XIII) fc/>n^ftaj*»«K»*Lfc»**, 1 0-1 5 01C, ft 
* L<ti3 0-1 0 Ott, 0. 1-6B#W. #* L<tt0. 2 - 3 RE& 

»oajK*-2 0-3 ffiKtt-io-iottu ft-fr* (xiv) trr/ 

Lfcfcifcfcillx.. , H»-Cl~6 0fl\ »£L<tt. 3-30^ S £ 
- 1 0 - 8 0 "C, »* L < JiSDx. 10-50 1CT\ 6-72 L < tt 1 2 - 4 8 

i^Ht#tl#t, (xv) 

[0 0 3 1] 

i5IS 

ffrfr* (XV) 0*>U#*i/0««afe«rK«fl , t*RlS'^**« WO 97/27174 

Ate* i X5g t iwj^w^fe-e^-r sit^iio 

[0 0 3 2] 

l ) «1£RB*ttMr&Jtl ^ ^ ^ 

Sprague-Dawleylite? ? V (**H#WM**390-43Qg) K> fljJR©? 4 
fc*gS»»5'*T-A*JBv>-C7- 8»l«lfcfcfcD»5BIIK 1B30*HT^*»»-T&o 
ft£-%J*. 0.5^f^;vo-xcKU 30 mg/kBHTi02iHiP«#-*-*o »#SMi 
2 mlAg^0.5%^^^"t^n-j^*jgP«#"t*o «»oaM»**^16-24I^IH«tw40 

^n-^A»JRrtft# (0.3mg/7^) iftWBMfclLfW CCiE^AHftS* 

0 cmH20fcfc*S-C£*C£lfc^ $^^WJE^-20 cmteOfcfc* *T?3I< «, 

<DM£*Bffi*>'7 ; 7'( T>Xb LtMtJ. Jg«fffi**25 cmHaO*7Fi-^Jffi5CflH2**?> 
WffiO cmH20^^1-^W^«:^^^^^*^^**7C^gfc LTM^^>o 
^-*l±sFfc±«id«HT^-*- 0 3lttfrttlfcsettStudeiitot»36ttOfrlMtoeK* «5ffv^ 

tti|E# 2004-3078805 
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^-y : 16/ 



[0 0 3 3] 

2 ) Wife 

5l|»oS 1 c-Wi s t a r&M&yv 5t> *IJ£4 0-6 0%, 93 WH" 

^(^;H2W*ttT«M (CA-1, 0^V7S) i:*)g[7K*eft^«fl5t* 

, 7« (Ml 5 0- 1 8 0 g) T^tWSfflt^o E-3 0^ (S 
#W*^&tfe 36%, 1 9 9 4^, p-106) fclOOjug/0. Aml/yvhk 
Z> X 1 fc£3ffitt*tt*T*JR U 7 7l> JUM. «t «5 K#"T & o tMMfrfr* * 5 % T 7 tr 
7:fA**fcB»U E-30S41. 5HKii:3 0mginS4U MlBClllI 

WfcW&U 2 4B#P^m^«1-^»o «L/c^{±. RM&ffc. 0 0 0 r pm 

|Kl»Q (5 B^) KM£«U JfiL^m^S* (BUN) iftKfcSlfeLfco Jfil* 
[0 0 3 4] 

3 ) 

LewisWM(4 x 105«) SrBDFlv *<DJS1IMfcrt t^IUfct, HUMfrfrW* ^- * 
ttlMfrfr*!*, *#tt«r»Ktt-5HI(-4h. lh, 24h, 48h, 72h) 4 • 8:^*1420*3 

* 0*200 mg/kgt -r*o mwm* se^mu iKf«siifc3ns-»t««e# 

[0 0 3 5] 

4) 

a) SSl&lllbk^BB* „.„ * *u, 
Wistar^^149 y h (12jH»)*^> h^^tT * -M30 mg/kg) 0»T C AXBUR * JB U H 

QaKOTl***®*^^ ('fr««i**fit^) *flW**Jflv** 0 «lr*^8BlJ:«3 21 
B @ * "Clt^k'&W (30 mg/kg/day p.o suspended in 1.5% T^yr/A) £tr 

jE-#4ftH( 3 > -fy J r y x) ois^fctr o o 

b) it'frartffi (<M*f6) ^ffiO^ 

Sr^LT^C^ftBE (LVEDP) * J: IflBUSaLSi (dP/dt) SrffiH-t&o 

c ) frkSffi-#*ft»W>t&« . „^ „ 

An-byg^Tt\ ^liili I) 5MKC 1 (lml /rat) ^PtSrffiSR 

**»fcLfc#7 % --7 ! -A'«:t*A (6mm) U M»*fif*"t*o Af-r^iiJ^'J 

. LVff#3 0mmHgi:«:4i1?4iitia*tO. 68tfcli0. 2 0 m 1 /m i n ( 
0 34ml /min = 20. 4ml/ h) WlgtftAL, raR#fcJEaMb ( 
Sonoki et al. J. J.P 7 4, 1 7 1 (1 9 9 1) #1) . #^ 

[0 0 3 6] 

5) *afrIR* 

ffiiE# 2004-3078805 
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i-v: 17/ 



#E380~430g^Sprague-Dawley^»fe7 ^ btfflv^, J: 

(Sugita Standard Aneurysm Clip for Temporary Occlusion; Mizuho Ikakogyo 
Co Ltd., No. 0794052) TMtMo *PE50# 'J ^ V '/fa-r (Clay Ad 

ams) *#XL*lfcRS*a5tt**^5fe**MUfcOt»ll^*^JllL«^tl*fe**b^ 
^.-T-^gl^i-^o FB50©fllJi*&l***fcSM*U x9^?-*#« (Pancreatic Elast 
ase Type I; Sigma Co.£0.01M'J >Bfe««ifcpH8.0-e4(M&#*O £2B#F<a (1. tail/hour) tE 
At j c afe«Ktt'>y >v>* 0 >7 {T)l>*. ME-STC525) *ffiv>*o ftX^Tt^tO^ 
JLfcMI^ ^ttR* J^±0-=E7'^»ffiJ±. Anidjar 
Sfe (Circulation 1990:82:973) 0*ft*-«3fc* Lfc *> o 0 * & 

v>«S^^70mo^!lBt-C-MMPia«]^«B^i"^o *»1R*3&# («) W 

(fftfTfe) O-^ftSH^v^ fy^^t'J^- (Mitutoyo Co. , CD-S15C> H^±0.02 

mm) -ewmznia-tzo ttx»T*«*&«wi*ja*w««w*#«» fcfi *25* 

[0 0 3 7] 

0 5p^r o-mftft*l~2IW4xlllLf n -r n - ;Hfi^±H- LfcftB^fft 

$U2c^Iii:Io Tfe^fflj«4J £ tf*#IR*i!ltt-*-* -ti:J:o tlffiH^. 0. 05M 
Sodium Thioglycollate (Sigma) 0.1511 CaCh **A,*!0. 1M Tris-HCl -buffer (pH 7. 5 

Freestone T. b (Arterioscler Thromb Vase Biol. 1997:17:10-17) *>*ffi*-»efc& 

l t- *> o-c~& & o h * v> l b e> 2& v> L3aramo»ffl a * -cmmpis* 

Cl-bufferiMMHlN **»T*«fe*J:0 , «HWl*JfiC (*»T"C) «^3Hffv^ * 
**'J/*- (Mitutoyo Co., CD-S15C. HM±0.02mm) "Ttf|.«*«5&t*o Sfc**TK 

[0 0 3 8] 

1 2»t»©lltttHartley**/l'** 1> (a^f^-^'J^-) «:fflv>T. MeacockfeO 
(J Exp Path. 71: 279-293, 1990) fcttv>J&«*H»*M**5 J: TOUHSISU^ 

■fe)l/n-x#», £&v>{±30mg/kg<^b^«lBllIL lOBWiBftPtWo 

nd i a ink (J*«r*t«) •ClfefeL.fcSL W*2m*rV * to* * ? (-3>*t«) 
t?»*i-So K*rt««^lSaRtl f »!'fe®««rH«»«fV7 h (Win Roof, MITANI COR 

P0RATI0NS0 fci <9ftift01-^o 

(%) =^it/^wxioo) 

fcr}fE# 2004-3078805 



Sfcm 2003-282354 



^-v : 18/ 



[0 0 3 9] 

7) 7 yjt./ \*> > Pffiifc . 

7il^«Lewis77 h (H^ft-^X'J^'-ttS) *fflv>-*\ Fletcher fcO^ft 
(J Pharmacol. Exp. Ther. 284(2): 714-721) fcttV>«R***«MUU*^*L9 

& 0 Sfc. MMOXW^ (OHMICttS) *1r?o «*W>#ijgttH»**«>e*fc * v0 

[0 0 4 0] 

8 ) IllF^JfiLllf^f^fe 

7B^OC57BL/6jmv^^*75%m*^#T-C5BMW-r^o *©lfeailtSATT?5H M 
/<?7-f>41U »100 (mBBWCJ¥$6 («OWfftifc»#tt*ftaft-*-*o tlMfLll^ 
£Mf<z>^fc L-rfHSH-£o littllfl^ &T**v>ttftp»#L, - 

[0 0 4 1] 

9) mmffi&mmm al ' . 

20~273l^IlS«im^ J &7'^l&^'"^*>*GK^^ b (Shionogi Aburahi Labor 
atories, Shiga, Japan ; Goto Y, Suzuki K, Ono T, Sasaki M, Toyota T. Advances in 
Experimental Medicine and Biology 246,1988,29-31) *^n*>**U 5 KU > -PJ ( 

: FntfA? K • M7x- 1/7 y » *&WVm3L*m*2 
ffift&%MU* , P'kKffit'&yb (L4887, Hamamatsu Photonics K.K.) 10,000*'*' 
**3a-W *o m^-C, Jtmrnm^tb &n-X^>#;V20mg/kg£MPV&AL 

*jgn&#(30mgAg/day po)-T&o A*«#!i:jB«t&C*IBJfcoei*»*<k*«*'t* 
fc*, *««**&««. 1. 3^^5 0^:81)1^11^^ (PR0III, K0WA) t?« 

t^*v« c;ffA, tb'J^ *u9-m» , r**y±«*« 

*««» (mm, jut*** y>«u wmo > ^^ TO ; m i2fv^jr:2;-T!: 

m±> «ittfDe sign of Prodrugs, Els e v i e r , Am s t : e r 
dam 1 9 8 5 lCfS*$tLTV^ 0 ^ftW^-fi**** JUtf*^***^***** . j> 

tv^t ^ i v^7;v^;V7 ^ 7 * J: 9 * ^° ? ^*»ffil7pSia.*o "7°° 

ffiiE# 2004-3078805 
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P : 19/ 



;i,iX-r;K ^fv^ne;n^f;K n --t^v^t.t^w >fvW^r^ ter 

L^rV*****: Lttt, -OCOC 2 H 5 ^ -0C0 (t-Bu) ^ -oc 
OC15H31, -OCO (m-COONa-P h) , — OCOCH2CH2COON a > -0 
COCH (NHa) CH3, -OCOCH2N (CHs) 2 **«*»f&*t*. *§PJHfc^W 

ft^fcfc**^* RIBS i?*36S*l*T5 Fi§S#<a £ ^ 

#!]75$*l&o LTWKff* U>7 5 LT!4, -NHCO (CHj) 20 

CHs, -NHCOCH (NH2) CH 3 fW?)Wo 

[0 0 4 4] 

ftKMK «H&, HIViM) Ojitr. H«tt«l*aft* 

, *!JR£ «K#8ttlMUE) , ^JSIftJHfflUE. JfMff«r£lil*il*> »^Jt. 

jfc* tt*JfiL**r£, KM. JflL*j»«l«. MFM, ffiifiu 

[0 0 4 5] 

abfcjw^o, tt^-au aaaak j»**au MJfwgifflMJ^Mcisct^t 

fc«p-C«-5--r*»£\ M0. 1-10 Omg/kg/B #?£L<t±l~2 Omg/ 

[0 0 4 6] 

Me : * 

E t : xfA/ 

n - P r : n-"//Utf;V 

i - P r :-fV7"n fcf ;v 

n-B u : n-"/f-;V 

s - B u : s --fj-fr 

i - B u : W V~f+fr 

p h : 7 x— ;v 
B n : *<> 9 JA> 

ffilE# 2004-3078805 
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^-v! 20/ 



4-OH-Bn : i"* V 

mmm 1 ] 

[0 0 4 7] 

Hbi 7] 





if§ i mm 

ffrfr* (1) (6.59 g, 12.2 mmol) fcb'J>W^7-fefV'> (1.44g, 14.6 mmol 
) ©^fJVWTU* (45 mL) |lt^nnWl>'J7i^7< 

(214mg, 0.30mmol) i 3 *MtiH (116mg, 0.61mmol) fcill*^ <t<M^LT 
T;i/=f>**7.-eSSlL/Co ^tfVif^Tr/ (5.0ml, 36.6 mmol) ^Snx> 50 V 
•C16B*Wt»L/So ^«^M*tr<%±PL/c^*>7K-2mol/LMm^ft^\ ftM**-*^ 

ajiiu. «WMb^ > u * A**ite**ft*u m**m* h y » ac 

■CttJMfc, iEIil^o »atfcji»*y9A(139«g, l.Olimol) M55iiU* 
JpjL«lc-C16WW«»Lfc. ^fc**»l*l»*.*A'-e»fflL 

4ft (2) 2.72g £#/c(«76%) MA134-136 °C) 

IR(KBr. v max cm" 1 ) 3329, 2971, 1718, 1709, 1347, 1330 

*H NMR (CDCh, 5 ppm): 0.87 (d, J = 6.9 Hz, 3H), 0.96 (d, J = 6.9 Hz, 3H), 2.04 
(m, 1H), 3.26(s, 1H), 3.47(s, 3H),3.75(dd, J = 10.2. 5.1 Hz, 1H), 5.14 (d, J = 9 
.6 Hz, 1H), 7.59 (d, J = 8.4 Hz, 2H), 7.79 (d, J = 8.1 Hz, 2H) 
[ah + 8.0 ± 1.0° (c = 0.503, DMS0, 22 *C) 

Ttmfrtif (C13H16N2O4S) t lt 

ft&m :C;56.93, H;5.80, N;4.74, S;10.86 
3UMt :C;56.83, H;5.68, N;4.81, S;i0.66 
[0 0 4 8] 
W* 2 T^j 

7;V^>»T4->f^^>X7;VK^->^ (3) (452mg, 3.33 mmol) <DV*** 
*;VAT5 K (4 mL) **KN-* n n * >? *s > << 5 K(450mg, 3. 33mmol) **nx.60 Ml 
«fWt»»U/£« **T, <fc#* (2) (493mg, 1.67 mmol) ^^/J,^ 22?*^ 
.00 mmol) C^f**W7^ K (2 mL) *«ln*M*16*IMH*Lfc. RS** 

U hVCr A ic-CWMt. *E»ML.fc. 

HVCtS^a^V\ MA 221-224 1C Oltt* (4) (618mg, JR*86X) 
IR(KBr, * max cm" 1 ) 3283, 3113, 2968, 1713, 1615, 1445, 1431, 1387, 1293, 1268, 
1140 835 819 

J H NMR (CDCla. 8 ppm): 0.89 (d, J = 6.9 Hz, 3H), 0.98 (d, J = 6.9 Hz, 3H), 2.08 

aiiE# 2004-3078805 
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i--s>: 21/ 



(m, 1H), 2.43 (s, 3H). 3.80 (dd, J = 10.2, 4.8 Hz, 1H), 5.16 (d, J - 10.2 Hz, 1H 
), 6.94 (s. 1H), 7.30 (d, J = 8.4 Hz, 2H), 7.76 (d, J = 8.1 Hz, 2H), 7.95 (s, 4H 

\ah + 3.9 ± 0.9° (c = 0.507, DMSO, 22 *C) 
HR-FABMS m /z C22H25N2O5S [M + H] + £ LT 
: 429. 1484 
%6Ht I 429. I486 
10 0 4 9] 
% 3 ~XM. 

ffrfrtt (4) (330 mg, 0.832 mmol) O^W^^K (6 ml) fcifcfc, 
mol/UtHMfc* > U (2 ml) fcUnx.. 16^F5m#L/c 0 flrfflLfc?- h '^^1 

*at«L, 7X-2mol/imm^^r, Sfxf^-ettHJL/; 0 *«w«r««ai^>y9A 

■9- ^-C^'fbi-S CtKi'l, UUSC241-243 B (A-ll) (185 mg, W 58%) 

IR(KBr, p max cm' 1 ) 3299, 2967, 1743, 1708, 1465, 1346, 1328, 1166, 1143, 1130, 
1091, 1051, 836, 754, 609 

*H NMR (DMS0-d6,<5 ppm) : 0.81-0.86 (m, 6H), 1.98 (m, 1H), 2.39 (s, 3H), 3.59 (m, 
1H), 7.37 (d, J = 8.1 Hz, 2H), 7.77 (s, 1H), 7.83 (d, J = 8. 1 Hz, 2H), 7.95 (d, 
J = 8.4 Hz, 2H), 8.08 (d, J = 8.4 Hz, 2H), 8.23 (d, J = 9.3 Hz, 1H), 12.61 (br 

s, 1H) 

[«]d ( 9.5 ± 1.0° (c = 0.503, DMSO, 24 "C) 
7C#^*f (C2 1 Ha 2 N 2 0s S (0 . 8H2 0) t L X 

ti-JUfi : C;58.87. H;5.56, N;6.62, S;7.41 

Hi&lfi : C;58.8l, H;5.55. N;6.53, S;7.48 

?mmi> miaAv*^##^t-c, skT^-nt^m (a-d Mt** (A-35) > 

m (B-l) (B-16) ££-j£L/c 0 J: tfWte***ft-€**L*l 

[0 0 5 0] 
[ftl8] 




9 ~*2' 

S~N * CO,H 

8 H 



ttliE# 2004-3078805 



mB. 2003-282354 



: 22/ 



mi] 



ID o -Y/J 
No. 


R 2 


R 2 ' 


R 7 




'H-NMR (DMSO-d 6 ) 


A-l 


Me 


H 


H 


R i 


L.20 (d, J=7.2 liz, 3H), 3.85 (m, 1H), 7,52- 
7.61 (m, 3H). 7.81 (s, 1H), 7.92-7.98 (m, 4H), 
3.11 (d, J=8.7Hz, 2H), 8.35 (br s, 1H), 
L2.69(br s, 1H) 


A-2 


Me 


H 


Me 


R 


1.17 (d, J = 7.2 Hz, 3H), 2.36 (s, 3H), 3.83(m, 
lH), 7.35 (d, J = 8.1 Hz, 2H), 7. 75(s, 1H), 
7.81(d, J = 8.1 Hz, 2H) , 7.94(d, J = 8.7 Hz, 
2H), 8.07 (d, J = 8.7 Hz, 2H), 8.33(d, J = 7.5 

LiZ, Illy, X£*. 1 \U± o, 111^ 


A- 3 


Me 


H 


Me 


S 


1.17 (d, J = 7.2 Hz, 3H), 2.35 (s, 3H). 3.84(m, 
1H), 7.35 (d, J = 8. 1 Hz, 2H), 7. 75(s, 1H), 
7.82(d, J = 8.1 Hz, 2H) , 7.94(d, J = 8.7 Hz. 

Hz, 1H), 12.7 (br s, lH) 


A— 4 


x /r _ 

Mc 


rl 


jvieu 


IX 


1.20 (d, J = 6.9 Hz, 3H), 3.89 (s, 3H), 3.90(m, 
1H), 7.20 (d, J = 8.7 Hz, 2H), 7. 79(s, 1H), 
7 QOfA ,T = Qn f?7 2H% 8 OOfd J = 8 4 Hz 
2H), 8.10 (d, J = 8.4 Hz, 2H), 8.40(d, J = 8.7 
Hz. 1H), 12.78 (br s, 1H) 


A— 5 


Me 


H 


CF a O 


R 


1 i Q (A T— 7 9 "HV 314^ (m TFH 7 fd 

J=9.0Hz, 2H), 7.86 (s, 1H), 7.97 (d, J=8.7 
Hz, 2H). 8.05-7.12 (m, 4H), 8.37 (d, J=8.4 
Hz, 1H). I2.70(br s, lH) 


A-6 


Me 


H 


CF 3 0 


S 


J=9.0Hz, 2H), 7.85 (s, 1H), 7.97 (d, J=8.4 
Hz, 2H), 8.06-7.13 (m, 4H), 8.36 (d, J=8.4 
Hz, 1H) 


A-7 


Me 


Me 


F 




1H), 7.94-8.04 (m, 4H), 8.09 (d, J=8.1 Hz, 
2H), 8.19 (s, 1H), 12.60 (br s, lH) 


A-8 


Me 


Me 


MeO 




1.30 (s, 6H), 7.12 (d, J=8.7 Hz, 2H), 7.72 (s, 
i V\\ 7 ftft (A J=ft 7 H? 9FH 7 97 (d J=8 4 

ill/, I.OO f O. 1 Hi) £t±l./t 1 • */ * VIA, 

Hz, 2H), 8.08 (d, J=8.7 Hz, 2H), 8.18 (s, lH), 
12.60 (br s, 1H) 


A-9 


i-Pr 


H 


H 


R 


0.80-0.86 (m, 611), 1.96 (m, lH), 3.58 (m, 1H), 
7.55-7.58 (m, 3H), 7.81 (s, lH),7.92-7.97 (m, 
3H), 8.09 (d, J = 8.4 Hz, 2H), 8.24 (d, J = 9.3 
Hz, lH), 12.60 (br s, 1H) 


A- 10 


i-Pr 


H 


H 


S 


0.80-0.86 (m, 6H), 1.96 (m, lH). 3.58 (m, 1H), 
7.55-7.58 (m, 3H), 7.81 (s, 1H), 7.92-7.97 (m, 
3H), 8.09 (d. J = 8.4 Hz, 2H), 8.24 (d, J = 9.3 
Hz, 1 H), 12.60 (br s, 1H) 


A-11 


i-Pr 


H 


Me 


R 


0.81-0.86 (m, 6H), 1.98 (m, lH), 2.39 (s, 3H), 
3.59 (m, 1H), 7.37 (cl. J = 8.1 Hz, 2H), 7.77 (s, 
1H),7.83 (d, J = 8.1 Hz, 2H), 7.95 (d, J = 8.4 
Hz, 2H). 8.08 (d, J = 8.4 Hz. 2H), 8.23 (d, J = 
9.3 Hz, 1H), 12.61 (br s, lH) 



[0 0 5 1 ] 



ffiiE# 2004-3078805 



2003-282354 



23/ 



[*2] 



No. 


R 2 


R- 


R 7 




'H-NMR (DMS0-d 6 ) 


A-12 


i-Pr 


Tf 

H 


MC 


1 

0 

] 


).80-0.86 (m, 6H), 1.97 (m, lH), 2.39 (s, 3H), 
3.59 (m, 1H). 7.38 (d, J = 8.1 Hz, 2H), 7.78 (s, 

1 TT\ rr QQ /J T — ft 1 T-J** OU^ 7 Q£ (A T — ft A 

Hz, 211). 8.09 (d, J = 8.4 Hz, 2H), 8.25 (d. J = 
E>.3 Hz, 1H), 12.65 (br s. lH) 


A-13 


i-Pr 


H 


F 


1 

R 


3.81-0.86 (m, 6H), 1.97 (m, 1H), 3.58 (m, lH), 
7.39-7.46 (m, 2H), 7.81 (s, lH),7.94-8.02 (m, 
4H), 8.07-8.10 (m, 2H), 8.24 (d, J = 9.3 Hz, 
lri), lZ.b4 (br s, lri; 


A- 14 


i-Pr 


H 


F 


S 


0.81-0.87 (m, 6H), 1.97 (m, lH), 3.58 (m, lH), 
7.39-7.47 (m, 2H), 7.80 (s, lH),7.94-8.02 (m, 
4H), 8.07-8.10 (m, 2H), 8.24 (d, J = 9.3 Hz, 
1H), 12.65 (br s, lH) 


A-15 


i-Pr 


H 


n-Propyl 


R 


0.78-0.84 (m, 6H), 0.95(t, J = 7.5 Hz , 3H), 
1.67(quint, J = 7.5 Hz , 2H), 1.95 (m, 1H), 
2.66(t, J = 7.5 Hz , 1H), 3.56 (br s, 1H), 7.11 
<s, 1H), 7.89 (d, J = 8.4 Hz, 1H), 8.00(d, J = 
8.1 Hz, 2H), 8.19 (d, J = 9.0 Hz, lH), 12.64 
(br s, 1H) 


A- 16 


i-Pr 


H 


i-Pr 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.25 (d, J=6.6 Hz, 6H), 1.97 (m, 1H), 
2.97 (quint, J=6.9 Hz, lH), 3.57 (brs, 1H), 
7.44 (d, J=8.4 Hz, 2H), 7.78 (s, 1H), 7.86 (d, 
J=8.7 Hz, 2H), 7.95 (d, J=8.4 Hz, 2H), 8.09 
(d, J=8.7 Hz, 2H), 8.21 (brs, 1H), 12.67 (brs, 
1H) 


A- 17 


i-Pr 


H 


MeO 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.96 (m, 1H), 3.84 (s, 3H), 7.12 (d, J=8.7 
Hz, 2H), 7.75 (s, 1H), 7.87(d, J=8.7 Hz, 2H), 
7.94(d, J=8.4 Hz, 2H), 8.07(d, J=8.7 Hz, 2H), 
8.22 (br s, 1H), 12.64(br s. 1H) 


A- 18 


i-Pr 


H 


CF 3 0 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, lH), 7.59 (d, 
J=8.7 Hz, 2H), 7.85 (s, 1H), 7.96 (d, J=8.4 Hz, 
2H), 8.05-8.11 (m, 4H), 8.24 (br s, 1H) 


A- 19 


i-Pr 


H 


CF3O 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.96 (m, 1H), 3.84 (s, 3H), 7.12 (d, J=8.7 
Hz, 2H), 7.75 (s, HI), 7.87 (d, J=8.7 Hz, 2H), 
7.94 (d, J=8.4 Hz, 2H), 8.07 (d, J=8.7 TIz, 
2H), 8.22 (br s, J=8.7 Hz, 2H), 8.24 (br s, lH) 


A-20 


i-Bu 


H 


H 


R 


n JT = A 3 O ft347ri Jsfifi H-7 
\j , % ooyu, 0 — 0.0 n£i oxtjlJ t \j*<jt>*T\\*i tf — o.v> x±z* f 

3H), 1.34-1.51 (m, 2H), 1.61 (m, lH), 3.73 (m, 

1H), 7.55-7.60 (m, 2H), 7.81 (s, lH),7.92-7.96 

(m, 4H), 8.10 (d, J = 8.4 Hz, 2H), 8.35 (d. J = 

9.0 Hz. 1H). 12.63 (br s. 1H) 


A-21 


i-Bu 


H 


Me 


R 


0.736(d, J = 6.6 Hz, 3H), 0.834(d, J = 6.6 Hz, 
3H), 1.39-1.57 (m, 2H), 1.61 (m, lH), 3.73 (m, 
1H). 7.38 (d. J = 8.1 Hz, 2H), 7.78 (s, 
1H),7.83 (d, J = 8.1 Hz, 2H), 7.94 (d, J = 8.4 
Hz. 2TT), 8.10 (d, J = 8.7 Hz, lH), 8.36 (d, J = 
8.1 Hz. 1H), 12.70 (br s, lH) 



[0 0 5 2] 



ffilE# 2004-3078805 



#M 2003-282354 



^-v : 24/ 



1*3] 



1 

No. 


R 2 


R 2 


R 7 


* 


! H-NMR (DMSO-de) 


A-22 


s-Bu 


H 


Me 


S 


0.75-0.84(m. 6H). 1.12(m,lH), 1.38 (m, HI). 
1.70 (m. 1H), 2.39 (s, 3H). 3.62(m, lH), 7.38 
(d. J=8.1 Hz. 2H), 7.77 (s, lH), 7.83 (d, J=8.1 
Hz, 2H). 7.95 (d. J=8.7 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.26(b r s. lH) 


A-23 


s-Bu 


H 


MeO 


0.75-0.84(m. 6H), 1.12(m,lH), 1.38 (m, 1H), 
1.72 (m, lH), 3.62(m, lH), 3.84(s, 1H), 7.12 
S (d, J=9.0 Hz, 2H), 7.74 (s, 1H), 7.88 (d, J=8.7 
Hz, 2H), 7.94 (d, J=8.7 Hz, 2H), 8.08 (d, 
J=8.4 Hz, 2H), 8.25(d, J=9.3 Hz, 1H) 


A— 24 


-CH 2 CH 2 SMe 


H 


H 


1.71-1.89 (m, 2H), 1.94 (s, 3H), 2.29-2.45 (m. 
R 2H), 3.91 (brs, lH), 7.55-7.61 (m, 3H), 7.81 
K (s, lH), 7.92-7.96 (m, 4H), 8.10 (d, J=8.1 Hz, 

2H), 8.37 (brs, 1H). 12.79 (brs, 1H) 


A- 25 


-CH 2 CH 2 SMe 


H 


Me 


1.68-2.00 (m, 2H), 1.94 (s. 3H), 2.26-2.50 (m, 
2H), 2.39 (s, 3H), 3.93(m. lH), 7. 38(d, J = 8.4 
R Hz, 2H), 7.78 (s, lH), 7. 83(d, J = 8.1 Hz, 2H) 
7. 95(d, J = 8.4 Hz, 211) , 8.10(d, J = 8.4 Hz, 
2H), 8.40 (d, J = 8.4 Hz, lH), 12.8 (br s, 1H) 


A-26 


-CH 2 CH 2 SMe 


H 


i-Pr 


1.25 (d, J=6.9 Hz, 6H), 1.80 (m, 1H), 1.94 (s, 
3H), 2.38 (m, lH), 2.97 (quint, J=6.9 Hz, 1H), 
- 3.92 (d, J=3.9 Hz, 1H), 7.44 (d, J=8.4 Hz, 
K 2H), 7.78 (s, 1H), 7.86 (d, J=8.7 Hz, 2H), 7.95 
(d, J=8.4 Hz, 2H), 8.10 (d, J=8.7 Hz, 2H), 
8.23 (d. J=7.8 Hz, lH). 12.67 (brs, lH) 


A- 27 


-CH 2 CH 2 SMe 


H 


CF a O 


1.70-1.91 (m, 2H), 1.94 (s, 3H), 2.28-2.47 (m, 
_ 2H), 3.93(m, lH), 7. 59(d, J = 7.8 Hz, 2H), 
K 7.87 (s, 1H), 7. 96(d, J = 8.4 Hz, 2H) 8.09(t, J 

U 9.0 Hz. 4H) . 8.41(br s, lH), 12.8 (br s, lH) 


1 a no 
I A - 28 


If Y*] 




H 


2.88 (dd, J=8, 14.1 Hz, 1H), 3.09 (dd, J=6, 
14.1 Hz, lH), 3.95 (brs, 1H), 6.87-6.98 (m, 
2H), 7.08 (d, J=2.4 Hz, lH), 7.19 (d, J=7.2 
R Hz, 1H), 7.33 (d, J=7.5 Hz, lH), 7.55-7.62 (m, 
lori), 7. bo (a, o— o.4 riZ, Ati), (. (6 vS, irv, i.oo 
(d, J=8.4 Hz, 2H), 7.79-7.97 (m, 2H), 8.39 
(brs, 1H), 10.76 (s, lH), 12.72 (brs, 1H) 


A- 29 




H 


Me 


2.40 (s, 3H), 2.88 (dd, J=8.4, 14.4 Hz, III), 
3.09 (dd, J=5.7, 14.4 Hz, 1H). 3.94 (brs, 1H), 
6.87-6.98 (m, 2H), 7.07 (d, J=2.1 Hz, lH), 
R 7.19 (d, J=7.5 Hz, 1H), 7.33 (d, J=7.5 Hz, 
III), 7.39 (d, J=8.4 Hz, 2H), 7.65 (d, J=8.4 
Hz, 2H), 7.68 (s, lH), 7.83 (t-like, J=8 Hz, 
4H). 8.38 (brs, 1H), 12.75 (brs, lH) 


A— 30 




H 


i-Pr 


1.25 (d, J=6.9 Hz, 6H), 2.84-3.12 (m, 3H), 
3.95 (d. J=5.1 Hz, 1H). 6.87-6.98 (m, 2H), 
7.08 (d, J=2.4 Hz, lH), 7.18 (d, J=7.2 Hz, 
„ 1H). 7.32 (d, J=7.2 Hz, lH), 7.45 (d, J=8.4 
K Hz. 2H). 7.65 (d. J=8.7 Hz, 2H), 7.69 (s, lH), 
7.82 (d, J=8.4 Hz, 2H), 7.87 (d, J=8.7 Hz, 
2H), 8.44 (d. J=8.1 Hz, lH), 10.77 (s, lH) 
112.73 (brs. 1H) 



[0 0 5 3] 



miiE# 2004-3078805 



#11 2003-282354 



: 25/ 



1*4] 



JNO. 


R 2 


R 2 


R 7 


* 


■H-NMR (DMS0-d 6 ) 


A-31 


„oJ&0 


H 


MeO 


R 


2.09 (s. 3H), 2.87 (m, 1H), 3.08(m, 1H), 3.95 
(m, 1H), 6.87-6.95 (m, 2H), 7.07-7.20 (4H, m), 
7.32 (d, J=7.8 Hz, 1H). 7.62-7.67 (m, 3H), 
7 81 (d J=8 7 Hz 2H>. 7.89 (d. J=8.7 Hz, 
2H), 8.44 (d, J=8.1 Hz, lH). 10.77 (s, 1H) 
12.74 (br s, lH) 


A— 32 


-CH 2 C0 2 H 


H 


Me 


R 


2.40-2.68 (m, 2H), 4.14 (br s, lH), 7. 38(d, J = 
8.4 Hz, 2H), 7.77 (s, HI), 7. 83(d, J = 7.8 Hz, 
9VT\ 1 QfifH ,T=S4 Hz 21^ 8 09(d J = 8 4 
Hz, 2H), 8.42 (br s, lH), 12.66 (br s, lH) 


A-33 


-CH2CH0CO2H 


H 


F 


R 


1.69 (m, 1H), 1.88 (m, lH), 2.24 (t, J=7.5 Hz, 
2H), 3.85(br s, 1H). 7.43 (t, J=9.0 Hz, 2H), 
7.81 <s, 1H), 7.93-8.02 (m, 4H), 8.37(br s, 
1H). I2.44(br s, 2H) 


A— 34 


-CH 2 CH 2 C0 2 H 


H 


Me 


R 


1.69 (m, 1H), 1.88 (m, lH), 2.24 (t, J=7.5 Hz, 
2H), 2.39(8, 3H), 3.84(br s, lH), 7.38 (d, 
J=8.4 Hz, 2H), 7.77 (s, III), 7.83 (d, J=8.1 Hz, 
2H), 7.93 (d, J=8.1 Hz, 2H), 8.09 (d, J=8.7 
Hz. 2H), 8.37(m. lH), 12.4 (brs, 2H) 


A— 35 


Ph 


H 


F 


R 


5.97(d, J = 9.3 Hz, 1H), 7.23-7.32(5H), 7.42(t, 
J = 9.0 Hz, 2H), 7.78(s, 1H), 7.89(d, J = 7.8 
Hz, 2H), 7.95-8.03(111, 4H), 8.94(d, J = 9.0 Hz, 
1H), 13.01(br s, 1H) 



10 0 5 4] 
[ftl9] 



\=/ ^ S q H 

[0 0 5 5] 



ffi|IE# 2004-3078805 



#H 2003-282354 



26/ 



No. 


R 2 


R 7 


* 


'H-NMR (DMSO-do) 


j B-l 


i-Pr 


H 


( 

J 

] 


).83 (d, J=6.6 Hz, 3H), 0.88 (d, J=6.6 
-iz, ori), Z.UZ (m, in/, o.oo va, J— o.u xiz, 
LH), 7.55-7.57 (m, 3H), 7.66 (d. J=4.2 
tfz, lH), 7.68 (s, 1H), 7.73 (d, J=4.2 Hz, 
HI), 7.90-7.94 (m. 2H), 8.55 (brs, lH), 
12.84 (brs, lri) 


B-2 


i-Pr 


H 


s 


D.83 (d, J=6.6 Hz, 3H), 0.88 (d, J=6.6 
Hz, 3H), 2.02 (m, 1H). 3.66 (d. 3=5.1 Hz, 
1H), 7.55-7.61 (m, 3H), 7.66 (d, J=3.9 
Hz. 1H). 7.68 (s, 1H), 7.73 (d, J=3.9 Hz, 
1H), 7.89-7.94 (m, 2H), 8.57 (brs, 1H), 
12.84 (brs, 1H) 


B-3 


i-Pr 


Me 


R 


0.82-0.89 (m, 6H), 2.02 (m, lH), 3.67 (br 
s, 1H), 7.37-7.66 (d, J = 8.4 Hz, 1H), 
7.63-7.66 (m, 311), 7.72 (s, 1H), 7.81 (d, 
J = 8.1 Hz, 1H) 


B-4 


i-Pr 


Me 


S 


0.83 (d, J=6.6 Hz, 3H), 0.88 (d, J=6.9 
Hz, 3H), 2.02 (m, 1H),2.38 (s, 3H), 3.65 
(d, J=5.7 Hz, 1H), 7.37 (d, J=8.4 Hz, 
2H), 7.64 (s, 1H), 7.65 (d, J=3.9 Hz, 1H), 
7.71 (d, J=3.9 Hz, 1H), 7.81 (d, J=8.4 
Hz, 2H), 8.58 (brs, lH), 12.75 (brs, 1H) 


B-5 


i-Pr 


MeO 


S 


0.83 (d, J=6.6 Hz, 311), 0.88 (d, J=6.6 
Hz, 3H), 2.03 (m, lH), 3.65 (d, J=5.7 Hz, 
1H), 3.84 (s, 3H), 7.11 (d, J=8.7 Hz, 2H), 
7.61 (s, 1H), 7.65 (d, J=3.9 Hz, 1H), 7.70 
(d, J=3.9 Hz, 1H), 7.85 (d, J=9.0 Hz, 
2H), 8.57 (br s, lH) 


B-6 


i-Bu 


H 


R 


0.79 (d, J=6.6 Hz, 3H), 0.86 (d, J=6.6 
Hz, 3H), 1.43-1.48 (m, 2H), 1.65 (m, 
1H), 3.79 (t-like, J=7 Hz, lH), 7.54-7.58 
(m, 3H), 7.66 (d, J=3.9 Hz, lH), 7.68 (s, 
1H), 7.73 (d, J=3.9 Hz, lH), 7.90-7.93 
(m, 2H), 8.68 (brs, 1H), 12.81 (brs, 1H) 


B-7 


i-Bu 


Me 


R 


0.79 (d, J=6.3 Hz, 3H), 0.86 (d, J=6.6 
FT* 1 40-1 55 (m 2H^ 1 64 (m. 
1H), 2.38 (s, 3H), 3.83 (m, lH), 7.37 (d, 
J=8.1 Hz, 2H), 7.63-7.67 (m, 2H), 
7.71(d, J=3.9 Hz. 1H), 7.81 (d, J=8.1 Hz, 
2H), 8.68 (brs. lH), 12.81 (brs, lH) 


B-8 


s-Bu 


Me 


S 


0.77-0.87(m, 6H), 1.15(m,lH), 1.38 (m, 
1H), 2.38 (s, 3H), 3.70(m. lH), 7.37 (d, 
J=8.1 Hz, 2H), 7.63 (s, lH), 7.65 (d, 
J=3.9 Hz, 1H), 7.71 (d, J=3.9 Hz, 1H), 
7.81 (d, J=8.4 Hz, 2H), 8.60(br s. lH), 
12.77(br s, lH) 



[0 0 5 6] 



ffiSE#2 004-3078805 



#H 2003-282354 



^-v: 27/ 



1^6] 



No. 


R 2 


R 7 


* 


'H-NMR (DMSO-d 6 ) 


B-9 


s-Bu 


MeO 


( 

] 

S 1 

i 


).76-0.88(m. 6H), 1.15(m,lH), 1.38 (m, 
LH), 1.74 (br s, IH), 3.71(br s, 1H), 
$.84(s. 3H). 7.01 (d, J=9.0 Hz, 2H), 7.60 
[s, 1H). 7.65 (d, J=3.9 Hz, 1H), 7.70 (d, 
J=3.9 Hz, 1H), 7.80 (d, J=8.7 Hz, 2H). 
i.60(br s. 1H) 


B-10 


s-Bu 


F 


( 

s 


3.76-0.88(m, 6H), 1.15(m.lH), 1.37 (m, 
1H), 3.70(br s, 1H), 7.42 (t, J=9.0 Hz, 
2H), 7.67 (s. 1H), 7.72 (d, J=4.2 Hz, 1H), 
7.98 (dd, J=5.4, 8.7 Hz, 2H), 8.62 (d. 
J=8.4 Hz, 1H). 12.8(br s, IH) 


B-ll 


-CH 2 CH 2 SMe 


H 


R 


1.72-2.00 (m. 2H), 1.98 (s, 3H), 2.34- 
2.56 (m, 2H), 4.01(m, IH), 7.54-7. 60(m, 
3H), 7. 68(d, J = 5.4 Hz, IH), 7.74 (d, J = 
4.4 Hz, IH). 7.86-7.96(m, 2H), 8.76 (d, J 
= 9.0 Hz, IH), 12.92 (br s. IH) 


B-12 


-CH 2 CH 2 SMe 


Me 


R 


1.73-1.96 (m, 2H), 1.97 (s, 3H), 2.35- 
2 53 (m 2H) 2 38(s. 3H), 4.00(m, IH), 
7.37(d J = 8.1 Hz, 2H), 7.64-7.68(m, 
2H), 7.72(s, IH), 7.81 (d, J = 8.1 Hz, 
IH), 8.76 (d, J = 9.0 Hz, IH), 12.9 (br s, 
IH) 


B-13 




Mc 


R 


2 39 Cs 3H) 2 91 (dd. J=8.4, 14.4 Hz, 
IH), 3.13 (dd, J=5.4, 14.4 Hz, IH), 4.00 
(brs, IH), 6.88-6.97 (m, 2H), 7.10 (d, 
J=1.8 Hz, IH), 7.17 (d, J=7.2 Hz, IH), 
7.37-7.39 (m, 4H), 7.50 (s, IH), 7.82 (d, 
J=8.4 Hz, 2H), 8.71 (brs, IH). 10.80 (s, 
IH) 12.86 (brs. IH) 


B-14 


-CH 2 OH 


Me 


R 


2.37(d, J= 5.4 Hz, 2H), 3.69(1H, m), 
6 88 Cd J = 90 Hz 2H), 7.38(s,lH), 
7.45(d, J = 4.2 Hz, IH), 7.48(d, J = 3.9 
Hz, IH), 7.63(d, J = 8.7 Hz. IH), 8.38(d, 
J = 8.7 Hz. IH) 


B-15 


4-OH-Bn 


MeO 


R 


2.66(dd, J =9, 15 Hz, IH), 2.89(dd, J = 
5.4,12 Hz, IH), 3.84 (s, 3H), 3.91 (m ; 
111), 6.59 (d, J = 8.1 Hz, 2H), 6.96 (d, J = 
8.4 IIz, 2H), 7.11 (d, J = 9 Hz. 2H), 7.40 
(d, J = 3.9 Hz, IH), 7.52(s, IH), 7.57(d, J 
= 3.9 Hz, IH) , 7.86 (d, J = 9 Hz, 2H), 
8.77 (d, J = 9 Hz, IH), 9.19(s, IH), 12.84 
(br s. IH) 


B-16 


Ph 


Me 


R 


2.39(S,1H), 4.98(d, J = 9.3 Hz. IH), 
7.20-7.3 1(5H), 7.37(d, J = 8.1 Hz, 2H), 
7.74(s, IH). 7.82(d, J = 8.1 Hz, 2H>, 
7.88(d, J = 8.7 Hz, 2H), 7.98(d, J = 8.7 
Hz, 2H). 8.93(d. J = 9.3 Hz, IH) 



mmm 2 ] 
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[0 0 5 8] 

W> 1 1® 

D _77-> ^f;vx/f J^fl (5) (4.13 g, 29.6 mmol) kp-^f-V>X>I/* — 
;V ^ n ij K (6) (5.0 g, 24.7 mmol) Wtf7tFD77> (50 mL) ifrifcfcx *.i£Tlm 
ol/L-^f-^*^*^ > (6.78 mL, 61.7 mmol) £ftnx-> II"C-ftil#Lfco fiUSSfc* 
*-2«)l/LfiSftK^r, Mxf;K'iHiL^o *«W«rttSliftBfc*t*^ > 

} ;o 5^t£^->iJ *y;^nvh^77^-i:#U ^t>/IW^f ^_=3/2 Kit 

itm-r&si^fc**^ »Hiif-A//^-9->»iTttft^k-rsifcK:j: *k §^55-57 to 

Bftft (7) ( 5.49 g, JBUP82.6*) *%tz 0 

IR(KBr, v max cm" 1 ) 3281, 1738, 1430, 1348, 1334, 1211, 1165, 1145, 1092 

l H NMR (CDCls, 5 ppm): 1.39 (d, J = 7.2 Hz, 3H), 3.54 (s, 3H), 4.00 (m, 1H), 5.2 

3 (d, J = 8.7 Hz, 1H), 5.43 (d, J = 11.1 Hz, 1H), 5.88 (d, J = 17.7 Hz, 1H), 6.7 

4 (dd, J = 11.1, 17.7 Hz, 1H), 7.48-7.54 (m, 2H), 7.76-7.82 (m, 2H) 
[a ]d + 30.7 ± 1.4° (c = 0.511, DMS0, 22 1C) 
7C#5-*f(Ci2Hi 5 N04S) b L"C 

tHHit : C; 53. 52, H;5.61, NI5.20, S;ll.9l 
*UMift:C;53.27, H;5.41, N;5.23, S;12.00 
[0 0 5 9] 
% 2 1M. 

it<kW (7) (5.43 g, 20.2 mmol) <D&lt*Tl'> (80 mL) ( 78 tK^U 

*y>#**»tfc#fc5O0'lffll#L.rt:« mMX*****"?* K (7.4 mL, 100.8 mmol 

&m (8) m^-f2>zt%<M%.BKm^?zo 

*H NMR (CDCh, a ppm): 1.42 (d, J = 7.2 Hz, 3H), 3.56 (s, 3H), 4.07 (m, 1H), 5.4 
2 (d, J = 8.4 Hz, 1H). 8.02 (s, 4H). 10.10 (s, 1H) 
[0 0 6 0] 

ifS^ffii^-ft^tJ (8) fctFn^^vrr/m (1.68 g, 24.2 mmol) ©f 
fcHtz7?> (50 mL) hTX (50 mL) fc, > V * A (2.54 g, 30.2 

ffiSE# 2004-3078805 
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mmol) »T-«»U. J^*^ 

fc„ »y'J *y;v^nvh^7 7^-i:#U ^^^v/ftBft^f-^ =1/1—2 

-100 (9) ( 3.04 g, 2XeabTOJR*52.7%) 

IR(KBr, v max cm" 1 ) 3518, 3384, 3300, 1754, 1738, 1722, 1444, 1347, 1273, 1217, 

'OMR (DMSO-de!^ ppm) : 1.17 (d, J = 7.2 Hz, 3H), 3.42 (s, 3H), 3.90 (m. 1H), 7 
77 (s, 4H), 8.23 (s, 1H), 8.38 (br s, 1H), 11.62 (br s, 1H) 
[a ]d + 26.7 ± 1.3° (c = 0.514, DMSO, 21 TC) 
76115^7 (Cn Hi 4 N2O5S) k LX 

: C;46.15, H-,4.93, N;9.78, S;11.20 
H^it : C;46.13, H;4.74, N;9.69, S;10.99 
[0 0 6 1 ] 
ffl 4 T.sjS 

VC&m (9) (501 mg, 1.75 mmol) fclmol/L-* a n n^^BS^f 5 F (257 mg. 1.93 mm 
ol) W^f)l/W75 K (3mL) 60 •Ct?30^W*»Ufeo RJo**0 "Cfc 

<£lfcPU 4-if-^h^i> (10) (305 mg, 2.63 mmol) fcl*>l/I^> U > ( 

0 29 mL 2.63 mmol) ©y>f^A7 5 K (2 mL) ***lR]*., ra»T?10#HK 
fc£*-c-*MW*Lfco JRJfc«**-2Na«fcfcii=*, SHif^tatBLfco «®*S&J 

b u $&mmk± v u * A**ft^joufc«s*u te^m-^ b y 

»A187-189 tWBW (11) ( 467 mg, W66.6*) ZfttZo 
IR(KBr. v max cm" 1 ) 3285, 1740, 1721, 1450, 1434, 1340, 1285, 1170, 1137, 1097 
X H NMR (CDC1, 8 ppm): 1.42 (d, J = 7.5 Hz, 3H), 2.43 (s, 3H), 3.56 (s. 3H), 4.05 
(m, 1H), 5.30 (d, J = 8.4 Hz, 1H), 6.82 (s, 1H), 7.31 (d, J = 8.1 Hz, 2H), 7.71 
-7.76 (m, 2H), 7.93-8.04 (m, 4H) 
[«]d + 19.0 ± 1.2° (c = 0.512, DMSO, 21 *C) 
Ttmfrffi (C20H20N2O5S) t L*C 

ftJfffi : C;59.99, H;5.03, N;7.00, S;8.01 
H««:C;59.90. H;4.95, N;6.99, S;7.71 
[0 0 6 2] 
H 5 X5g 

tt&m (ID (410 mg, 1.02 mmol) ©^WW + '>K (9.2 mL) »«ttc. gift 
•e \m\/Ljmit1-\>V*7&jm®. (3.06 mL) £*n;i> Bfc»L£o *f ffi L*: 

ffi**Lfc- ME*T**V/^**>*Mt*fc*-*£fc«<K rtJft218-221.-COB 
m% (C-l, 377 mg, W95.6%) *#/c 0 

IR(KBr, v max cm" 1 ) 3391, 1749, 1450, 1434, 1328, 1168, 1112, 1093 

*H NMR (DMSO-de, S ppm): 1.19 (d, J = 7.2 Hz, 3H), 2.39 (s, 3H), 3.85 (m, 1H), 

7 40 (d, J = 7.8 Hz, 2H), 7.65 (s, 1H), 7.82 (d, J = 7.8 Hz, 2H), 7.95 (d. J - 8 

.4 Hz, 2H), 8.10 (d, J = 8.4 Hz, 2H), 8.32 (d, J = 8.7 Hz, 1H), 12.70 (br s, 1H) 

[«]„ + 3.0 ± 0.9° (c = 0.502, DMSO, 22 TC) 

7C*^*f (C19H18N2O5S) t IT 

ttfll-fo. : C;59.06, H;4.70, N;7.25, S;8.30 

mmM :C;58.85, H;4.82, N;7.17, S;8.34 

mmW2> WiaBfe. ssxvxm. (? ?) E«w>2rifc*##fcLT, art****** 

(C-l) -ft** (C-85) *^*Ufco *©»j6**J:0 , *tt****»''€ r *t*7~*2 0 

ffifE^ 2004-3078805 
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[it 2 1] 
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No. 


R 2 


R 6 


* 


'H-NMR (DMS0-d 6 ) 


C-l 


Me 




r : 


L.19 (d. J=7.2 Hz, 3H), 2.39 (b, 
5H), 3.85 (m, 1H), 7.11-7.17 (m. 
2H), 7.57 (s, 1H), 7.84-7.90 (m, 
2H), 7.90-7.96 (m, 2H), 8.05-8.11 
;m, 2H), 8.19 (d, J=8.7 Hz. 1H), 
12.65 (br s. 1H) 


C-2 


Me 


Me— v y 


b 


1.19 (d, J=7.2 Hz, 3H), 2.39 (s, 
3H), 3.85 (m, 1H), 7.40 (d, J=7.8 
Hz, 2H), 7.65 (s, 1H), 7.82 (d. 
J=8.1 Hz, 2H), 7.95 (d, J=8.4 Hz, 
2H), 8.10 (d, J=8.1 Hz, 2H), 8.32 
(d, J=7.5 Hz, 1H), 12.68 (br s. 1H) 


C-3 


Me 


r. — r\ 

— o- 


S 


1.19 (d, J=6.9 Hz, 3H), 1.23 (t, 
J=7.5 Hz, 3H), 2.69 (q, J=7.5 Hz, 
2H), 3.85 (m, 1H), 7.43 (d, J=8.1 
Hz, 2H), 7.66 (s, 1H), 7.85 (d, 
J=8.1 Hz, 2H), 7.95 (d, J=8.1 Hz, 
2H), 8.10 (d. J=8.4 Hz, 2H), 8.32 
(d, J=8.4 Hz, 1H), 12.65 (br s, 1H) 


C-4 


Me 


MeS — (! V 


R 


1.19 (d, J=7.2 Hz, 3H). 2.56 (s, 
3H), 3.85 (m, 1H), 7.42-7.48 (m, 
2H), 7.68 (s, 1H), 7.82-7.88 (m, 
2H), 7.92-7.98 (m, 2H), 8.07-8.13 
(m, 2H), 8.33 (d, J=7.8 Hz, 1H), 
12.70 (br s, 1H) 


C-5 


Me 


s 


S 


1.19 (d, J=7.2 Hz, 3H), 2.55 (s, 
3H), 3.84 (m, 1H), 6.99 (dd, 
J=0.6. 4.2 Hz, 1H), 7.44 (s. 1H), 
7.55 (d, J=3.9 Hz, 1H), 7.93 (d, 
J=8.7 Hz, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.32 (d, J=9.0 Hz, 1H), 12.70 
(br s, 1H) 


C-6 


i-Pr 


Ph 


R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d. 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.52-7.64 (m, 3H), 7.73 
(s, 1H), 7.90-7.98 (m, 4H), 8.10 
(d, J=8.4 Hz, 2H), 8.20 (d, J=8.7 
Hz, 1H), 12.64 (br s, 1H) 


C-7 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 2.39 
(s. 3H), 3.58 (m, 1H), 7.40 (d, 
J=8.1 Hz, 2H), 7.65 (s, IH), 7.82 
(d. J=8.1 Hz, 2H), 7.93 (d, J=8.7 
Hz, 2H), 8.09 (d, J=8.7 Hz, 2H), 
8.19 (d, J=8.7 Hz, 1H), 12.57 (br 
s, III) 



[0 0 6 4] 
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No. 


K. 


XV 


* 


•H-NMR (DMSO-d 6 ) 


C-8 


i-Pr 




( 

8 

i 


).81 (d. J=6.9 Hz, 3H), 0.85 (d, 
r=6.6 Hz, 3H), 1.97 (m, 1H), 2.39 
s, 3H), 3.58 (m. 1H), 7.40 (d, 
1=8.1 Hz, 2H), 7.65 (s, 1H), 7.82 
[d. J=8.1 Hz, 2H), 7.98 (d, J=8.4 
Kz. 2H), 8.09 (d, J=8.4 Hz, 2H), 
3.19 (d, J=8.4 Hz, 1H), 12.64 (br 
3, 1H) 


C-9 


i-Pr 




( 

< 

R 


D.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 2.56 
(s, 3H), 3.58 (m, 1H), 7.45 (d, 
J=8.4 Hz, 2H), 7.67 (s, 1H), 7.85 
(d. J=8.4 Hz, 2H), 7.93 (d, J=8.4 
Hz. 2H), 8.08 (d, J=8.4 Hz, 2H), 
8.19 (d, J=8.1 Hz, 1H), 12.62 (br 
8. 1H) 


C-10 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.56 
(s, 3H), 3.58 (m, 1H), 7.42-7.48 
(m, 2H), 7.67 (s, 1H), 7.83-7.88 
(m, 2H), 7.91-7.96 (m, 2H), 8.06- 
8.11 (m, 2H), 8.18 (d, J=9.0 Hz, 1 
1H), 12.63 (br 8, IH) 


C-ll 


i-Pr 




R 


0.82 (d, J=7.2 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.23 (t, J=7.2 Hz, 
3H), 1.97 (m, 1H), 2.69 (q, J=7.2 
Hz, 2H), 3.59 (m, 1H), 7.43 (d, 
J=8.1 Hz, 2H), 7.66 (s, 1H), 7.85 
(d, J=8.1 Hz, 2H), 7.94 (d, J=8.4 
Hz, 2H), 8.09 (d, J=8.4 Hz, 2H), 
8.19 (d, J=9.0Hz, 1H), 12.63 (br 
8, 1H) 


C-12 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.23 (t, J=7.5 Hz, 
3H), 1.97 (m, 1H), 2.69 (q, J=7.5 
Hz, 2H), 3.58 (dd, J=6.0, 8.4 Hz, 
1H), 7.43 (d, J=8.4 Hz, 2H), 7.66 
(s, 1H), 7.85 (d, J=8.4 Hz, 2H), 
7.94 (d, J=8.4 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.20 (d, J=8.4 Hz, 
1H), 12.65 (br s, HI) 


C-13 


i-Pr 




R 


0.81 (d,J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz, 
3H), 1.56-1.72 (m, 2H), 1.97 (m, 
1H), 2.64 (t, J=7.2 Hz. 2H), 3.58 
(m, 1H), 7.41 (d, J=8.1 Hz, 2H), 
7.66 (s, 1H), 7.84 (d, J=8.1 Hz, 
2H), 7.94 (d, J=8.4 Hz. 2H), 8.09 
(d, J=8.4 Hz, 2H), 8.20 (d, J=9.3 
Hz, 1H), 12.62 (br s. lH) 



[0 0 6 5] 
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1^9] 



No. 


R s 


R 6 




'H-NMR (DMSO-de) 


C-14 


i-Pr 




( 

( 

J 

R ( 

e 


).81 (d, J=6.6 Hz. 3H), 0.85 (d, 
r=6.6 Hz, 3H), 1.25 (d, J=7.2 Hz, 
5H). 1.97 (m, 1H), 2.98 (m, 1H), 
i.58 (d, J=6.3. 9.0 Hz, 1H), 7.47 
;d, J=8.1 Hz, 2H), 7.67 (s, 1H), 
7.85 (d, J=8.1 Hz, 2H), 7.94 (d, 
J=8.4 Hz, 2H), 8.10 (d, J=8.4 Hz, 
2H), 8.20 (d, J=9.0 Hz, 1H), 12.65 
(br s, 1H) 


C-15 


i-Pr 




< 

s 


82 (A J=6 6 Hz 3H) 0 85 (d 
J=6.9 Hz, 3H), 1.25 (d, J=7.2 Hz, 
6H), 1.97 (m, IH), 2.98 (m, 1H), 
3.58 (br t, J=6.9 Hz, 1H), 7.47 (d, 
J=8.1 Hz, 2H), 7.66 (s, 1H), 7.86 
(d, J=8.1 Hz, 2H), 7.94 (d, J=8.4 
Hz, 2H), 8.10 (d, J=8.4 Hz, 2H), 
8.20 (d, J=8.7 Hz, 1H), 12.65 (br 
s. 1H) 


C-16 


i-Pr 


n-Bu-^Q- 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d. 

tl— O.S7 JTLZ, Oil), KJ.&JL \L, el — #.u 

3H), 1.36-1.40 (m, 2H), 1.54-1.66 
(m, 2H), 1.97 (m, IH), 2.66 (t, 
J=7.8Hz, 2H), 3.58 (m, IH), 7.41 
(d, J=8.1 Hz, 2H), 7.66 (s, 1H), 
7.84 (d, J=8.1 Hz. 2H). 7.93 (d, 
J=8.4 Hz, 2H), 8.09 (d, J=8.1 Hz, 
2H), 8.20 (d, J=9.3 Hz, IH), 12.64 

(Yk-r b 1 HI 

vor b, J- J--*-/ 


C-17 


i-Pr 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, IH), 3.58 
(dd, J=5.7, 8.7 Hz. IH), 3.85 (s, 
3H), 7.40 (d, J=8.1 Hz, 2H), 7.65 
(s, IH), 7.82 (d, J=8.1 Hz, 2H), 
7.93 (d, J=8.7 Hz, 2H), 8.09 (d, 
t_o 7 xjt„ oMi a iq (d J=H 7 Hz 

IH). 12.57 (br s, IH) 


C-18 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, IH), 3.59 
(dd, J=5.7, 8.7 Hz, IH), 3.85 (s, 
3H), 7.11-7.18 (m, 2H), 7.57 (s. 
IH), 7.84-7.91 (m, 2H), 7.91-7.96 
(m, 2H), 8.05-8.11 (m, 2H), 8.20 
(d, J=8.7 Hz, IH), 12.65 (br s, IH) 


C-19 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H). 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, IH), 3.59 
(dd, J=6.0, 9.6 Hz. IH), 7.68 (d. 
J=8.4 Hz, 2H), 7.78 (s, IH), 7.91- 
7.99 (m, 4H), 8.09 (d. J=8.4 Hz, 
2H), 8.20 (d, J=9.6 Hz, IH). 12.64 
(br s, IH) 



[0 0 6 6] 
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[fio] 



No. 


R 2 


R" 


* 


'H-NMR (DMSO-d 6 ) 


C-20 


i-Pr 


Br \__/ 


( 
i 

R l 


).81 (d, J=6.9 Hz. 3H), 0.85 (d. 
J=6.9 Hz. 3H), 1.97 (m, 1H), 3.59 
;m, 1H), 7.78 (s. 1H). 7.78-7.84 
;m, 2H), 7.86-7.91 (m. 2H), 7.92- 
7.97 (m, 2H). 8.06-8.11 (m, 2H), 
B.19 (d, J=8.7 Hz. 1H), 12.67 (br 
s. 1H) 


C-21 


i-Pr 


p 3 co^Q- 


R 


0.82 (d, J=6.6 Hz, 3H). 0.85 (d, 
J=6.9 Hz, 3H), 1.96 (m, 1H). 3.59 
(m, 1H), 7.61 (d, J=8.4 Hz. 2H), 
7.80 (s, 1H), 7.92-7.98 (ra, 2H), 
8.04-8.13 (m, 4H), 8.21 (d, J=9.0 
Hz. lH), 12.65 (br s, 1H) 


C-22 


i-Pr 


F »°iJr 


K 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.59 
(m. 1H), 7.92-8.02 (m, 5H), 8.11 
(d. J=8.7 Hz, 2H), 8.16 (d, J=8.1 
Hz, 2H), 8.20 (m, 1H), 12.63 (br s, 
1H> 


C-23 


i-Pr 


s 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.96 (m, 1H), 2.54 
(s, 3H), 3.57 (m, lH), 6.99 (dd, 
J=0.9, 3.6 Hz, 1H), 7.44 (s, 1H), 
7.55 (d, J=3.6 Hz, 1H), 7.89-7.95 
(m, 2H), 8.04-8.10 (m, 2H), 8.19 
(d. J=9.3 Hz. 1H), 12.63 (br s, 1H) 


C-24 


i-Pr 


s 


S 


0.81 (d, J=6.9 Hz. 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.55 
(s, 3H), 3.58 (dd, J=6.0, 9.3 Hz, 
1H), 7.00 (m, 1H), 7.45 (s, 1H), 
7.56 (d, J=3.6 Hz, lH), 7.92 (d, 
J=8.7 Hz, 2H), 8.08 (d, J=8.7 Hz, 
2H), 8.21 (d, J=9.3 Hz, lH), 12.66 
(br s, 1H) 


C-25 


i-Pr 


s 


R 


0.81 (d, J=6.6 Hz. 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.29 (t, J=7.5 Hz, 
3H), 1.94 (m, 1H), 2.91 (q, J=7.5 
Hz, 2H), 3.58 (dd, J=6.3. 9.3 Hz, 
1H), 7.03 (d, J=3.6 Hz. 1H). 7.46 
(s, 1H), 7.57 (d, J=3.6 Hz, lH), 
7.89-7.95 (m. 2H), 8.04-8.11 (m, 
2H), 8.20 (d, J=9.3 Hz. 1H), 12.65 
(br s, 1H) 



[0 0 6 7] 



ffiiE# 2004-3078805 



ISll] 



SfrM 2003-282354 



^-Vl 35/ 



No. 


R 2 


R 6 


* 


•H-NMR (DMSO-ds) 


C-26 


i-Pr 


s 


< 
< 

R 


D.81 (d, J=6.6 Hz, 3H). 0.85 (d, 
J=6.6 Hz, 3H). 1.30 (t, J=7.5 Hz. 
3H), 1.97 (m, 1H). 2.91 (q. J=7.5 
Hz, 2H), 3.58 (dd, J=6.6, 9.3 Hz, 
1H), 7.03 (m, 1H), 7.46 (s. 1H), 
7.57 (d, J=3.9 Hz, 1H). 7.92 (d, 
J=8.4 Hz, 2H), 8.08 (d, J=8.4 Hz, 
2H), 8.20 (d, J=9.3 Hz, 1H), 12.65 
(br s, 1H) 


C-27 


i-Pr 


s 


R 


0.81 (d. J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H). 1.97 (m, 1H), 3.58 
(m, 1H), 7.36 (d, J=3.9 Hz, 1H), 
7.59 (s, 1H), 7.65 (d, J=3.9 Hz, 
1H), 7.90-7.96 (m, 2H), 8.04-8.10 
(m, 2H), 8.20 (d, J=8.7 Hz, 1H), 
12.56 (br s, 1H) 


C-28 


i-Pr 


F 

\: — / 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H). 7.77-7.89 (m, 2H), 7.85 
(s, 1H), 7.95 (d, J=8.4 Hz, 2H), 
8.01 (m 1H), 8.05 (d, J=8.1 Hz, 
2H), 8.21 (d, J=8.1 Hz, 1H), 12.63 
(br s, 1H) 


C-29 


i-Pr 


F 

\ — / 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(mi, 1H). 7.78-7.88 (m, 2H), 7.84 
(s, 1H), 7.95 (d, J=8.7 Hz, 2H), 
8.01 (m 1H), 8.07 (d, J=8.4 Hz, 
2H), 8.20 (d, J=8.7 Hz, 1H), 12.68 
(br s, 1H) 


C-30 


i-Pr 


Me— ^ ^ 


R 


0.81 (d. J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.32 
(s, 3H), 3.58 (m, 1H), 7.52 (m, 
1H), 7.65-7.76 (m. 2H), 7.75 (s, 
1H), 7.94 (d, J=8.7 Hz, 2H), 8.07 
(d, J=8.4 Hz, 2H), 8.20 (d, J=9.0 
Hz, 1H). 12.65 (br s, 1H) 


C-31 


i-Pr 


\=/ 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.86-7.93 (m, 2H), 7.89 
(s, 1H), 7.95 (d, J=8.1 Hz, 211), 
8.07 (d. J=8.4 Hz, 2H), 8.18-8.27 
(m, 2H). 12.66 (br s, 1H) 


C-32 


i-Pr 


MeO 
MeO 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H). 3.59 
(m, 1H), 3.85 (s, 6H), 6.68 (m. 
1H), 7.08 (d, J=2.4 Hz, 2H), 7.77 
(s, 1H), 7.94 (d, J=8.4 Hz, 2H), 
8.08 (d, J=8.7 Hz, 2H), 8.20 (d, 
J=9.6 Hz, 1H). 12.65 (br s, 1H) 



[0 0 6 8] 



ffliE# 2004-3078805 



mm 2003-282354 



36/ 



mi 2] 



No. 


XV 


R 6 




l H-NMR (DMS0-d 8 ) 


C-33 


i-Pr 




( 
{ 

R ! 

J 


).82 (d, J=6.6 Hz, 3H), 0.86 (d, 
f=6.9 Hz. 3H), 1.98 (ro, 1H), 3.60 
,m, 1H), 7.61-7.68 (m. 2H), 7.86 
[s, 1H), 7.96 (d. J=8.4 Hz. 2H), 
7.98-8.14 (m. 4H), 8.13 (d, J=8.4 
Hz, 2H). 8.21 (d, J=9.3 Hz, 1H), 
3.56 (d, 0.3Hz, 1H), 12.66 (br s, 
1H) 


C-34 


i-Pr 




i 
< 

R 


3.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 6.15 (s, 2H). 7.13 (d, 
J=8.4 Hz, 1H), 7.44-7.50 (m, 2H), 
7.58 (s, 1H). 7.93 (d, J=8.1 Hz, 
2H), 8.07 (d, J=8.7 Hz, 2H), 8.20 
(d, J=9.3 Hz. 1H). 12.65 (br s. 1H) 


C-35 


i-Bu 


Ph 


R 


0.73 (d, J=6.6 IIz, 3H), 0.83 (d, 
J=6.6 Hz. 3H), 1.34-1.52 (m, 2H). 
1.61 (m, 1H), 3.73 (ro, 1H), 7.52- 
7.64 (m, 3H). 7.74 (s, 1H), 7.90- 
7.98 (m, 4H), 8.14 (d, J=8.4 Hz, 
2H), 8.33 (d, J=8.7 Hz, 1H), 12.65 
(br s, 1H) 


C-36 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 311), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 2.39 (s, 3H), 3.72 
(m, 1H), 7.40 (d, J=8.1 Hz, 2H), 
7.65 (s, 1H), 7.83 (d, J=8.1 Hz, 
2H), 7.93 (d. J=8.4 Hz, 2H), 8.10 
(d, J=8.4 Hz. 2H). 8.30 (d, J=8.4 
Hz, 1H), 12.63 (br s, IH) 


C-37 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.52 (m, 2H). 
1.61 (m. 1H), 2.39 (s, 3H), 3.72 
(m, 1H), 7.40 (d, J=8.4 Hz, 2H), 
7.66 (s, 1H), 7.83 (d, J=8.1 Hz, 
2H), 7.93 (d, J=8.7 Ilz, 2H), 8.10 
(d, J=8.7 Hz, 2H), 8.31 (d, J=9.3 
Hz, 1H), 12.63 (br s, 1H) 


C-38 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.25 (t. J=7.5 Hz. 
3H), 1.30-1.50 (m, 2H), 1.61 (m, 
1H), 2.69 (q, J=7.5 Hz, 2H), 3.72 
(m, 1H). 7.43 (d, J=8.1 Hz, 2H), 
7.66 (s, HI), 7.85 (d, J=8.1 Hz. 
2H), 7.92 (d, J=8.4 IIz. 2H), 8.10 
(d, J=8.4 Hz, 2H). 8.32 (d. J=8.4 
Hz. 1H). 12.65 (br s. 1H) 



[0 0 6 9] 



ffifiE# 2004-3078805 



#M 2003-282354 



^-y : 37/ 



[*1 3] 



JNO. 


R 2 


R 6 


* 


'II-NMR (DMSO-de) 


C-39 


i-Bu 




( 

i 

s 

f 

1 


).74 (d. J=6.6 Hz, 3H), 0.84 (d, 
[=6.6 Hz, 3H), 1.23 (t, J=7.6 Hz, 
5H). 1.32-1.52 (m, 2H), 1.61 (m, 
LH). 2.70 (q. J=7.5 Hz, 2H), 3.73 
;m, 1H), 7.44 (d, J=8.1 Hz, 2H), 
7.67 (s. 1H), 7.86 (d, J=8.1 Hz, 
2H), 7.90-7.96 (m, 2H), 8.08-8.14 
(m, 2H), 8.31 (d, J=9.0 Hz, 1H). 
12 fiS (br r 1H1 


C-40 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 311), 0.83 (d, | 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz. 
3H), 1.32-1.50 (m, 2H), 1.55-1.72 
(m, 3H), 2.64 (t, J=7.5 Hz, 2H), 
3.72 (m, 1H), 7.41 (d, J=8.4 Hz, 
2H). 7.66 (s, 1H), 7.84 (d, J=8.4 
Hz, 2H), 7.92 (d, J=8.4 Hz, 2H). 
8.10 (d, J=8.7 Hz, 2H), 8.31 (d, 

0 — O.X IIZ, ±jTX)t JLi&.UO \UL D, XX1J 


C-41 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz, 
3H), 1.33-1.50 (m, 2H), 1.53-1.72 
(m, 3H), 2.64 (t. J=7.8 Hz, 211), 
3.73 (m, 1H), 7.41 (d, J=8.4 Hz, 
2H), 7.66 (s, 1H), 7.84 (d, J=8.4 
Hz, 2H), 7.93 (d, J=8.7 Hz, 2H), 
8.10 (d. J=8.7 Hz, 2H), 8.31 (d, 

tl— *7.U IiZ, I6.DO \\JV O, ±LXJ 


C-42 


i-Bu 




R 


0.73 (d. J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.25 (d, J=6.9 Hz, 
6H), 1.33-1.51 (m. 2H), 1.61 (m, 
1H), 2.98 (m, 1H), 3.73 (m, 1H), 
7.47 (d. J=8.4 Hz, 2H), 7.66 (s, 
1H), 7.86 (d, J=8.4 Hz, 2H), 7.93 
(d, J=8.4 Hz, 2H), 8.11 (d, J=8.4 
Hz, 2H), 8.31 (d, J=8.7 Hz, 1H), 
12.64 (br s, 1H) 


C-43 


i-Bu 


HPr _<Q_ 


S 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d. 
J=6.3 Hz, 3H), 1.25 (d, J=6.9 Hz, 
6H), 1.32-1.50 (m, 2H), 1.61 (m, 
1H), 2.98 (m. 1H), 3.73 (m, 1H), 
7.46 (d, J=8.4 Hz, 2H), 7.66 (s, 
1H), 7.85 (d, J=8.4 Hz, 2H), 7.93 
(d, J=8.4 Hz, 2H), 8.10 (d, J=8.4 
Hz. 2H), 8.32 (d. J=8.4 Hz, 1H), 
12.65 (br s, 1H) 



[0 0 7 0] 



ttlSE# 2004-3078805 



#H 2003-282354 



^-v: 38/ 



[SI 4] 



No. 


R 2 


R 6 


At 


'H-NMR (DMSO-d 6 ) 


C-44 


i-Bu 




( 

t 


1.73 (d, J=6.3 Hz. 3H), 0.83 (d. 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, III). 2.56 (s. 3H). 3.72 
(m, 1H). 7.42-7.48 (m. 2H). 7.67 
(s, 1H), 7.83-7.88 (m. 2H), 7.90- 
7.96 (m, 2H), 8.07-8.12 (m, 2H). 
8 30 (br d J=7 2 Hz 1H), 12.65 
(br s. 1H) 


C-45 


i-Bu 


MeS-<Q- 


S 


D.73 (d, J=6.3 Hz, 3H). 0.83 (d, [ 
J=6.9 IIz, 311), 1.33-1.51 (m, 2H), 
1.61 (m, 1H), 2.56 (s. 3H), 3.73 
(m, 1H), 7.45 (d, J=8.4 Hz, 2H), 
7.68 (s, 1H), 7.86 (d, J=8.4 Hz, 
7 93 (A J=8 4 Hz 2H1 8 10 

£t 11 J f 1 . CJ O \\X t W O.^ X X£j f full.}, KJ. 

(d, J=8.4 Hz, 2H), 8.32 (d, J=7.2 
Hz, 1H), 12.65 (br s, HI) 


C-46 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d. 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 3.72 (m, 1H), 3.85 
(s, 3H), 7.11-7.17 (m, 2H), 7.57 (s, 
1H), 7.84-7.90 (m, 2H), 7.90-7.95 

{ID., ^±1), o.Uo-o.ll V. m » o.Oi 

(d, J=9.0 Hz, 1H), 12.65 (br s, 1H) 


C-47 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 

J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 

1.61 (m, 1H), 3.72 (m, 1H), 3.85 

(s, 3H), 7.14 (d, J=9.0 Hz, 2H), 

7.57 (s, 1H), 7.88 (d, J=9.0 Hz, 
otr\ n Qo (A T—c 7 XJ 7 OU^ ft ftQ 

£tJLX.) t 1 .17 £» V,ll, eJ— O. I XLZa, LIJ , O. VJCJ 

(d, J=8.7 Hz, 2H), 8.31 (m, 1H), 
12.68 (br s, 1H) 


C-48 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H). 7.77- 
7.84 (m, 3H), 7.85-7.91 (m, 2H). 
7.91-7.97 (m, 2H), 8.07-8.12 (m, 
2H), 8.31 (d, J=8.7 Hz, 1H), 12.63 
(br s, 1H) 


C-49 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 3.72 (m, 1H), 7.68 
(d, J=9.0 Hz, 2H), 7.78 (s, 1H), 
7.94 (d, J=8.7 Hz, 211), 7.96 (d, 
J=9.0 Hz, 2H), 8.10 (d, J=8.7 Hz, 
2H), 8.32 (m. 1H). 12.57 (br s, 
1H) 



[0 0 7 11 



tBiE# 2004-3078805 



#H 2003-282354 



^-v 5 : 39/ 



[$15l 



No. 


R 2 


R 6 




'H-NMR (DMSO-cle) 


C-50 


i-Bu 




( 

s ! 

» 


).73 (d, J=6.6 Hz, 3H), 0.83 (d, 
1=6.6 Hz. 3H). 1.33-1.50 (m, 2H), 
L.61 (m. 1H). 3.72 (m. 1H). 7.68 
d, J=8.7 Hz, 2H), 7.78 (s, 1H), 
7.94 (d. J=8.7 Hz, 2H), 7.96 (d, 
J=8.7 Hz, 2H), 8.10 (d, J=8.7 Hz, 
2H), 8.32 (m. 1H), 12.63 (br s, 
lH) 


C-51 


i-Bu 




R 


0.74 (d. J=6.6 Hz, 3H), 0.83 (d, 
J=6.6Hz, 3H), 1.38-1.51 (m, 2H), 
1.61 (m. 1H), 3.74 (m, 1H). 7.61 
(d, J=8.4 Hz, 2H), 7.81 (s, 1H), 
7.94 (d, J=8.4 Hz, 2H), 8.04-8.14 
(m, 4H), 8.33 (d, J=9.0 Hz, 1H), 
12.64 (br s, 1H) 


C-52 


i-Bu 




XX 


0.73 (d, J=6.6 Hz, 311), 0.83 (d, 
J=6.6Hz, 3H), 1.33-1.52 (m, 2H), 
1.60 (m, 1H), 3.73 (m, 1H), 7.95 
(d, J=8.7 Hz, 2H), 7.95 (s, 1H), 
7.95-8.02 (m, 2H), 8.12 (d, J=8.7 
Hz, 2H), 8.16 (d, J=8.1 Hz. 2H), 
8.34 (d, J=8.4 Hz, lH), 12.65 (br 
s, HI) 


C-53 


i-Bu 




s 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.3Hz, 3H), 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 3.73 (m, 1H), 7.92- 
8.02 (m, 5H), 8.12 (d, J=8.7 Hz, 
2H), 8.16 (d, J=8.1 Hz. 2H), 8.34 
(m. 1H). 12.64 (br s. 1H) 


C-54 


i-Bu 


! s 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H). 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 2.55 (s, 3H), 3.72 
(m, 1H), 6.99 (dd, J=1.2, 3.6 Hz, 
1H), 7.44 (s, 1H), 7.55 (d, J=3.6 
Hz. 1H), 7.88-7.94 (m, 2H), 8.05- 
8.11 (m, 2H), o.ol (a, J-o.H rlz, 
1H), 12.63 (br s, lH) 


C-55 


i-Bu 


Me— *L \ 

S 


S 


0.73 (d, J=6.6 Hz. 3H), 0.83 (d. 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 2.55 (s, 3H), 3.72 
(m, 1H), 7.00 (dt, J=3.6. 0.9 Hz. 
1H), 7.45 (s, 1H), 7.56 (d, J=3.6 
Hz. 1H), 7.89-7.94 (m, 2H), 8.06- 
8.12 (m, 2H), 8.32 (d, J=8.7 Hz, 
1H), 12.64 (br s. lH) 



[0 0 7 2] 



taSE# 2004-3078805 



#H 2003-282354 



: 40/ 



No. 


R 2 


R 6 


* 


'H-NMR (DMS0-d 6 ) 


C-56 


i-Bu 


s 


( 

R i 


J.73 (d. J =6. 3 Hz. 3H). 0.83 (d, 
J=6.6 Hz, 3H), 1.30 (t, J=7.5 Hz. 
3H), 1.33-1.50 (m, 2H). 1.60 (m, 
1H), 2.91 (q, J=7.5 Hz. 2H), 3.72 
[m, 1H), 7.03 (d. J=3.6 Hz, 1H), 
7.46 (s. 1H), 7.58 (d, J=3.6 Hz, 
1H), 7.91 (d, J=8.4 Hz, 2H), 8.09 
(d, J=8.4 Hz, 2H), 8.32 (d, J=8.4 


C-57 


i-Bu 


s 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz. 3H). 1.29 (t, J=7.5 Hz. 
3H), 1.33-1.51 (m, 2H). 1.60 (m, 
1H), 2.90 (q, J=7.5 Hz, 2H). 3.72 
<m, 1H), 7.03 (d, J=3.6 Hz, 1H), 
7.45 (s, 1H), 7.57 (d, J=3.6 Hz, 

(m, 2H), 8.31 (d, J=8.7 Hz, 1H), 
12.63 (br s, 1H) 


C-58 


i-Bu 


S 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H>, 3.72 (m, 1H), 7.36 
(d, J=3.6 Hz, 1H), 7.59 (s, 1H), 
7.65 (d, J=3.6 Hz, 1H), 7.89-7. 9b 
(m, 2H), 8.04-8.11 (m, 2H), 8.32 
(d, J=8.4 Hz, 1H), 12.64 (br s, 1H) 


C-59 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.30-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 7.78- 
7.88 (m, 3H), 7.94 (d, J=8.7 Hz, 
2H), 8.01 (dd, J=1.8, 10. Z Hz, 
1H), 8.08 (d, J=8.4 Hz, 2H), 8.33 
(d, J=7.8 Hz, 1H), 12.66 (br s, 1H) 


C-60 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.32-1.52 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H), 7.78- 
7.89 (m, 3H). 7.95 (d, J=8.4 Hz, 
2H), 8.02 (dd, J=1.8, 10.2 Hz, 
1FH 8 08 (d J=8 7Hz 2H). 8.33 
(d, J=8.4 Hz. 1H). 12.64 (br s, 1H) 


C-61 


i-Bu 


F 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H). 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 2.32 (d, J=1.5 Hz, 
3H), 3.73 (m, 1H), 7.52 (m. 1H). 
7.65-7.78 (m, 2H). 7.75 (s, 1H), 
7.94 (d, J=8.7 Hz. 2H), 8.08 (d, 
J=8.7 Hz, 2H). 8.33 (d, J=8.4 Hz, 
1H). 12.60 (br s, 1H) 
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mi 7] 



No. 


R 2 


R 6 




'H-NMR (DMSO-do) 


C-62 


i-Bu 




( 

t 

s : 


).73 (d, J=6.6 Hz. 3H). 0.83 (d, 
J=6.6 Hz. 3H), 1.32-1.50 (m, 2H), 
1.61 (m, 1H), 2.32 (d. J=1.2 Hz, 
3H), 3.72 (m, 1H), 7.52 (m, 1H), 
7.65-7.77 (m, 2H), 7.75 (s, 1H), 
7.94 (d. J=8.7 Hz, 2H), 8.08 (d. 
J=8 7 Hz 2H) 8 32 (m. lH) 
12.60 (br s, 1H) 


C-63 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 6.52 
(s, 2H). 7.13 (d, J=8.4 Hz, 1H), 
7.44-7.50 (m, 2H), 7.93 (d, J=8.7 
u 7 ot_t\ q f)7 M .T=8 4 H7 2H"» 

8.32 (d, J=8.1 Hz, 1H), 12.64 (br 
s, 1H) 


C-64 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 7.85- 
7.93 (m, 2H), 7.89 (s, 1H), 7.95 (d, 
J=8.4 Hz, 2H), 8.08 (d, J=8.7 Hz, 

ntl\ 0 90 (A 7 — 1 a T-f™ 1 T-f\ Q OO 

&n)t 0.^0 l,Q, 0 — x.o n.z, .1x1,/, o.o-£ 
(d. J=7.8 Hz, 1H), 12.64 (br s, 1H) 


C-65 


s-Bu 


M.-Q>- 


S 


0.78 (t. J=7.2 Hz, 3H), 0.82 (d, 
J=6.6 Hz, 3H), 1.12 (m. lH), 1.37 
(m, 1H), 1.69 (m, 1H), 2.39 (s, 
3H), 3.62 (m, lH), 7.40 (d, J=8.1 
Hz, 2H), 7.66 (s, lH), 7.83 (d, 
J=8.1 Hz, 2H), 7.93 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.23 
(d, J=9.3 Hz. 1H), 12.65 (br s. lH) 


C-66 


s-Bu 




S 


r\ no /1- T n c XXrw n CO (A 

U.7o (t, J— #.u rlZ, orl), U.o^ ^u, 

J=6.9 Hz, 3H), 1.12 (m, 1H), 1.22 

(t, J=7.5 Hz, 3H), 1.37 (m, lH), 

1.70 (m, 1H), 2.69 (q, J=7.5 Hz, 

2H), 3.62 (t, J=7.2 Hz, 1H), 7.43 

(d, J=7.8 Hz, 2H), 7.66 (s, lH), 

7.85 (d, J=7.8 Hz, 2H), 7.93 (d, 

J=8.4 Hz, 2H), 8.09 (d, J=8.4 Hz, 

2H), 8.22 (d t J=9.0 Hz, lH), 12.64 

(br s, 1H) 


C-67 


s-Bu 




S 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, lH), 1.38 
(m, 1H), 1.70 (m, lH), 3.62 (t, 
J=6.9 Hz, 1H), 3.85 (s, 3H), 7.11- 
7.17 (m, 2H), 7.57 (s, 1H), 7.84- 
7.90 (m, 2H), 7.90-7.96 (m, 2H), 
8.05-8.11 (m, 2H), 8.20 (d, J=9.0 
Hz, 1H), 12.64 (br s. 1H) 
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mi 8] 



No. 


xi 


XV 


* 


'H-NMR (DMSO-de) 


C-68 


s-Bu 




C 
( 

S ' 

j 
< 
] 


).78 (t, J=7.5 Hz. 3H). 0.82 (d, 
r=6.6 Hz, 3H), 1.11 (m. 1H), 1.38 
m, 1H). 1.70 (m, 1H). 2.56 (s, 
$H), 3.62 (dd, J=6.0, 9.3 Hz, 1H), 
f.45 (d, J=8.4 Hz, 2H), 7.67 (s, 
LH), 7.85 (d, J=8.4 Hz, 2H), 7.93 
[d, J=8.4 Hz, 2H), 8.09 (d, J=8.4 
tlz. 2H), 8.22 (d, J=9.3 Hz, 1H), 
12.62 (br s, 1H) 


C-69 


s-Bu 


M.-O- 

s 


l 

s 


D.77 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.6 Hz. 3H), 1.12 (m, 1H), 1.37 
(m, 1H), 1.70 (m, 1H), 2.55 (s, 
3H), 3.61 (dd, J=6.3, 9.0 Hz, 1H). 
S.99 (dd, J=0.9, 3.6 Hz, lH), 7.44 
(s, 1H), 7.55 (d, J=3.6 Hz, lH), 
7.89-7.94 (m, 2H), 8.05-8.10 (m, 
2H), 8.22 (d, J=9.0 Hz, lH), 12.63 
(br s, lH) 


C-70 


s-Bu 


s 


s 


0.78 (t, J=7.2 Hz, 3H), 0.82 (d, 
J=6.9Hz, 3H), 1.12 (m, lH), 1.30 
(t, J=7.5 Hz, 3H), 1.35 (m, 1H), 
1.70 (m, 1H), 2.91 (q, J=7.5 Hz, 
2H), 3.62 (m, lH), 7.03 (m, lH). 
7.45 (s, 1H), 7.57 (d, J=3.6 Hz, 
1H), 7.92 (d, J=8.4 Hz, 2H), 8.08 
(d, J=8.4 Hz, 2H), 8.21 (d, J=9.0 
Hz. 1H>. 12.63 (br s. lH) 


C-71 


s-Bu 


c 

S 


s 


0.77 (t, J=7.5 Hz, 3H), 0.81 (d, 
J=6.9Hz, 3H), 1.12 (m, lH), 1.37 
(m. 1H), 1.70 (m, 1H), 3.61 (m, 
lH), 7.36 (d, J=3.9 Hz, lH), 7.59 
(s, 1H), 7.65 (d, J=3.9 Hz, lH), 
7.90-7.97 (m, 2H), 8.04-8.11 (m, 
2H), 8.23 (d, J=9.0 Hz, lH). 12.62 
(br s, 1H) 


C-72 


HOOC- 

Oil 2 


\ — / 


R 


2.39 (s, 311), 2.47 (m, lH). 2.64 
(dd, J=6.3, 16.2 Hz, lH), 4.13 (m, 
1H), 7.40 (d, J=7.8 Hz, 2H), 7.66 
(s. 1H), 7.82 (d. J=8.1 Hz, 2H), 
7.94 (d, J=9.0 Hz. 2H), 8.09 (d, 
J=8.7 Hz, 2H), 8.38 (m, lH), 
12.10-13.10 (m. 2H) 


C-73 


HOOC- 
CH 2 - 




S 


2.39 (s, 3H). 2.47 (dd, J=6.9, 16.2 
Hz, 1H), 2.64 (dd, J=6.0, 16.2 Hz, 
HI), 4.13 (m, 1H), 7.40 (d, J=8.1 
Hz, 2H). 7.66 (s, lH), 7.83 (d, 
J=8.1 Hz. 2H). 7.94 (d, J=8.7 Hz. 
2H), 8.09 (d, J=8.7 Hz, 2H), 8.39 
(br s, 1H), 12.65 (br s. 2H) 
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[$19] 



No. 


R 2 


R 6 


* 


'H-NMR (DMSO-d 6 ) 


C-74 


HOOC- 
CH 2 - 




1 

R , 


L.23 (t, J=7.5 Hz, 3H). 2.47 (m, 
IH). 2.64 (m, 1H), 2.69 (q, J=7.5 
Hz, 2H), 4.13 (m, 1H), 7.43 (d, 
J=8.4 Hz. 2H), 7.66 (s. 1H), 7.85 
(d, J=8.1 Hz, 2H). 7.94 (d, J=8.7 

J„ OXJN Q f\Ck (A T— ft A flv 9T-I\ 

riz, iirij, o.uy vd, d— o.*t nz, /-xi/, 
S.38 (m, 1H). 12.20-13.10 (m, 2H) 


C-75 


HOOC- 
CH 2 - 


n-Pr — sf y 


K 


0.92 (t, J=7.5 Hz, 3H), 1.56-1.71 
(m. 2H), 2.47 (m, 1H), 2.58-2.68 
(m. 3H), 4.13 (m. 1H), 7.41 (d, 

T 0 1 T T O TT \ i-J /J/J /_, |YJ\ r-j Q A 

J=8.1 riz, 7. bo (.s, /.o4 
(d, J=8.4 Hz, 2H), 7.94 (d, J=8.7 
Hz, 2H), 8.09 (d, J=8.7 Hz, 2H), 
8.38 (m, 1H). 12.20-13.00 (m, 2H) 


C-76 


HOOC- 
CH 2 - 


V / 


R 


2.47 (m, 1H), 2.64 (dd, J=6.6, 
16.5 Hz, 1H), 4.13 (m, 1H), 7.92- 
8.03 (m, 5H), 8.12 (d, J=8.4 Hz, 

r»T t\ 0 -1 /> /J T O 1 TT OT_T\ O A C\ 

2H), 8.16 (d, J=8.1 rlz, 211), 8.40 
(m, 1H), 12.30-13.00 (m, 2H) 


C-77 


HOOC- 
CH 2 - 


Me-O- 

s 


R 


2.46 (m, 1H), 2.55 (s, 3H), 2.63 
(dd, J=6.3, 16.2 Hz, 1H), 4.13 (m, 
1H), 6.99 (dd, J=1.2, 3.6 Hz, 1H), 
7.41 (s, 1H), 7.55 (d, J=3.6 Hz, 
1H), 7.93 (d, J=8.4 Hz, 2H), 8.08 
(d, J=9.0 Hz, 2H), 8.37 (m, 1H), 
12.20-13.10 (m, 2H) 


C-78 


HOOC- 
CH 2 - 




R 


2.49 (m, 1H), 2.64 (dd, J=6.3, 
16.2 Hz, 1H). 4.13 (m. 1H), 7.76- 
7.90 (m, 2H), 7.85 (s, 1H), 7.96 (d, 
J=8.7 Hz, 2H), 8.01 (m, 1H), 8.07 
(d, J=8.4 Hz, 2H), 8.39 (m, 1H), 

1 0 r»/*\ -| 0 1 tr\ / %">TT\ 

12.20-13.10 (m, 2H) 


C-79 


HOOC- 

CH2- 




R 


2.47 (m, 1H), 2.64 (dd, J=6.3, 
16.5 Hz, 1H), 3.94 (s, 3H), 4.13 
(m, 1H), 7.39 (m, 1H), 7.66 (s, 
1H), 7.75 (m. 1H), 7.81 (dd, 
J=2.1, 12.4 Hz, 1H), 7.95 (d, 
J=8.4 rlz, ^rl), 8.06 (a, d— 8.1 Hz, 
2H), 8.39 (m, 1H), 12.33-12.88 
(m. 2H) 


C-80 


nuuu- 
CH 2 - 


F 

--0- 


R 


2.32 (s, 3H), 2.48 (m, 1H), 2.64 
(dd, J=6.6, 16.5 Hz, 1H), 4.14 (m, 
IH") 7 52 (m 1H» 7 66-7 76 Cm 
2H), 7.75 (s, 1H). 7.95 (d, J=8.7 
Hz. 2H), 8.08 (d, J=8.7 Hz, 2H), 
8.38 (m, 1H), 12.20-13.00 (m. 2H) 


C-81 


Ph 


MeS _£y- 


R 


2.56 (s, 3H), 4.97 (d, J=8.7 Hz. 
1H), 7.19-7.33 (m. 5H), 7.40-7.48 
(m, 2H). 7.64 (s, 1H), 7.82-7.91 
(m, 4H). 7.96-8.03 (m, 2H), 8.89 
(d. J=8.7 Hz, 2H), 13.00 (br s, 1H) 
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W2 0] 



No. 


R 2 


R 8 


* 


'H-NMR (DMSO-dU) 


C-82 


Ph 


S 


R 


2.54 (s. 3H), 4.97 (d. J=8.7 Hz, 
1H), 6.99 (dd. J=1.2. 3.3 Hz, 1H), 
7.18-7.33 (m, 5H), 7.41 (s, 1H), 

7.55 (d, J=3.3 Hz, 1H), 7.86 (d, 
J=8.4 Hz, 2H), 7.98 (d, J=8.4 Hz, 
2H), 8.88 (d. J=8.7 Hz, 2H), 12.94 
Cbr s, 1H) 


C-83 


Bn 




R 


2.40 (s, 3H), 2.74 (dd. J=9.0, 13.8 
Hz. 1H), 2.98 (dd, J=5.4, 13.5 Hz. 
1H), 3.94 (m, 1H). 7.10-7.26 (m, 
5H), 7.40 (d, J=7.8 Hz, 2H), 7.63 
(s. 1H), 7.70 (d, J=8.4 Hz, 2H), 
7.83 (d, J=7.8 Hz, 2H), 7.94 (d. 
J=8.1 Hz, 2H), 8.45 (d, J=8.7 Hz, 
I'm 12 80 (br s lti) 


C-84 


Bn 


— o- 


R 


1.23 (t, J=7.5 Hz, 3H), 2.69 (q, 
J=7.5 Hz, 2H), 2.74 (m, lH), 2.98 
(dd, J=5.4, 13.8 Hz, lH), 3.94 (m, 
1H), 7.10-7.23 (m, 5H), 7.43 (d, 
J=8.1 Hz, 2H), 7.64 (s, 1H), 7.70 
(d, J=8.4 Hz, 2H), 7.86 (d, J=8.4 
Hz, 2H), 7.95 (d. J=8.4 Hz, 2H), 
8.45 (d, J=8.7 Hz, lH), 12.80 (br 
s. 1H) 


C-85 


Bn 


M.-0- 

s 


R 


2.55 (s, 3H), 2.74 (dd, J=9.0, 13.8 
Hz, 1H), 2.97 (dd, J=5.4, 13.5 Hz, 
1H), 3.94 (m, 1H), 6.99 (d, J=3.6 
Hz, 1H), 7.10-7.23 (m, 5H), 7.42 
(s, 1H), 7.56 (d, J=3.6 Hz, 1H), 
7.68 (d. J=8.7 Hz, 2H), 7.93 (d, 
J=8.4 Hz, 2H), 8.45 (d, J=8.4 Hz, 
1H), 12.80 (br s, 1H) 



[0 0 7 7] 

mM.ni mmp (D&mtmm 

MMP-lf* (W) ^l^t/:« 

MMP-2}±Calbiochem-Novabiochem International, Inc. <fc VMA^TZo 
MMP-8(±ffJlR<OHuman Bone Marrow cDNA^fflV^T, PCRK i ^ TCatalytic domain ( Ph 
e~ 262 Gly)fc*ii®L*:o <l*L£His?.^ ^yTV*1--*z®mmiL*m\^?z%m^ : % 
51^ * ? - P Trc99AK ^ n - =. y V U IPTG (Isopropyl- /? -D-thiogalactopyranoside) 
{zXoXmmZ&^LZft^^ WttWfi-KftabfcCThau F. Ho, M. Walid Qoronfleh, R 
obert C. Wahl, Trica A. Pulvino, Karen J. Vavra, Joe Falvo, Tracey M. Banks, Pat 
ricia G. Brake and Richard B. Ciccarelli : Gene expression, purification and char 
acterization of recombinant human neutrophil collagenase. Gene 146, (1994) 29 

7-301 *%&*mT&$zLmmLtz)o 7t®&®frfrhowe-s<D%.m\*. 
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MMP-9i±Y.0kada et al. (Yasunori Okada, Yukio Gonoji, Katsumi Naka, Katsuro Tomi 

HJ!E# 2004-3078805 



mm. 2003-282354 



45/ 



ta Isao Nakanishi, Kazushi Iwata, Kyoko Yamashita.and Taro Hayakawa. Matrix meta 
lloproteinase 9(92-kDa gelatinase/type IV collagenase) from HT1080 human fibrosa 
rcoma cells. Purification and activation of the precursor and enzymic properties 
J Biol. Chen 1992, 267, 21712-21719) RtF-tOffllO^tfe [l)Yasunori Okada, Tatsuhisa 
Morodomi, Jan J.Enghild, ko Suzuki, Atsushi Yasui, Isao Nakanishi Guy salvesen a 
nd Hideaki Nagase Matrix metal loproteinase 2 from human rhumatoid synovial fibr 
oblasts. Purification and activation of the precursor and enzymic properties. Eu 
r.J.biochem. 1990,194.721-730, 2) Rob in V.Ward, Rosalind M.Hembry, John J.Reynold 
s and Gillian Murphy The purification of tissue inhibitor of metal loproteinase- 
2 from its 72kDa progelatinase complex. Biochem.J 1991,278,179-187] 
XMM. »SL^. BP"^ Human fibrosarcoma ATCC HT1080 £ 10% Fatal calf serum 
(FCS) *#tr Dulbecco's Modi fiedMedi urn (DMEM) t? 37*C. 48hrs (5%) 3§«L Con 
fluent Kt4. Confluent Cell ttFCS*IfeV*fcDllErcXfc*&**frfc 3 (2nd) 0 

MMP-9 *%2>tb\~ \$W&W¥ \Z 50ng/ml O Phorbol-12-myristate-13-acetate (TPA 
) £fln;L&o TPA »fca**«t*at^L (3000 rpnu 15 min) , ±»*R*14t» (UP-20> T 
oyo) -C jB450min**tL;fco - tf)jft*i«Gelatin-Sepharose, Concanavalin A-Sepharo 
se MMP-9 W53**»*N R*Ht* (UP-20, Toyo) T?ift»U Sephacryl S-200. Gre 

en A matrix fc!R*#ffi UTIMPh ©#fcfc?T* 7 o ProcollagenaseSrTPCK-Tryps 
in (Final cone. 3^g/50^ React. Mix) -CffittftL^o 
MMP-12{±Human Placenta Total RNA^RT-PCRK i «3 Catalytic domain! 1 uu Phe~ G 

-pTrc99AHEK^ n-^^L. IPTG (Isopropyl-0-D-thiogalactopyranoside) 

(6MSUfc) ^^;v^rl^- >^vf^77^- (Ni Chelateing 

Sepharose) C^MUo *V»-C, »*f J: l) SEtt*] (6M5UR) ft**** fcWH*fc 
BMfO'J 7*-;V7*'f ^fcfrv^ fSteMMMP-12*#^o 

MMP-13&IL-K TNFJWStLfcfc hifc#ft5l5«MSW1353^ibmRNA«rPSaL^o RT-PCRK 
J: «9 Catalytic domain( 104 Tyr~ 267 Gly)^il^b^o £iL*His**\ *>^ B *t-« 
«W»tt**AUfc*»W«3R^^^-pTrc99AHEC^n-->^U IPTG (Isopropyl-^ 
5-D-thiogalactopyranoside) KX oT«t*«a*ff &V>, ^»ttl*i:»aifc. 3F» 
ttH^felMP-13©*«tt, It&Kiv^WJ (6MH*) £«F#Lrt:fc, 
^7^97^ - (Ni Chelateing Sepharose) C J: 9 J*l*Lfco &V>-C, jS*f K J: «3 
£tt*d (6MR*) «rl!S5*-r4i:ra^^»*^y , 7*-^7*-f ^^«rtrv>, M14MMMP-13& 



[0 0 7 9] 

MMP05**fiH£»Jfe&W\ C. Graham Knight, Frances Willenbrock and Gillian Murph 
y ' A novel coumar in- label led peptide for sensitive continuous assays of the mat 
rix metal loproteinases : FEBS LETT. . 296, (1992), 263-2660#£fc*Dfco *K : M 
0CAc-Pro-Leu-Gly-Leu-A2Pr(DNP)-Ala-Arg-NH2 ^Peptide Institute, Inc. Osaka, Japan 

(A) 3feK(#J«*R)> **(MMPs), IS##J 

(b) *«(£-j»sk be«#j 

(C) »«(^J&*KK S£*(MMPs) 
(D) 

&#(%)- |1-CA-B)/(C-D)| X100 

Ifcofc^*(%)#50%K&S«Kfc^-ro ^ 
±B©#8sKJ: «5M^L^MMP-2^ia#«fe^*^2 1 fc, MIIP-80ffi#fl&14ll*^2 2 
MMP-90lB*«tt'(fi**2 3C, MMP-12<BB&*i&tett**2 4 MMP-l30l£*M1£ 

ffiiE# 2004-3078805 



#H 2003-282354 



[0 0 8 01 
\m 1] 



^-v! 46/ 



No. 


'(V /l TV /T T"i O 

MMP-2 
(ixM) 


A-16 


0.0000767 


A-18 


0.0000674 


C-4 


0.0000934 


C-9 


0.0000619 


C-ll 


0.0000832 


C-13 


0.0000533 


C-14 


0.000049 


C-23 


0.0000449 


C-25 


0.0000653 


C-85 0.0000926 



[0 0 8 1 ] 
[f£2 2] 



No. 


MMP-8 
(HM) 


C-9 


0.0039 


C-16 


0.00421 


C-17 


0.00419 


C-18 


0.00397 


C-23 


0.000567 


C-24 


0.00124 


, C-27 


0.000781 


C-29 


0.00433 


C-34 


0.00359 


C-54 


0.00416 


C-55 


0.00198 


C-58 


0.00463 


C-67 


0.00229 


C-68 


0.00421 


C-69 


0.00103 


C-71 


0.00111 


C-77 


0.00230 


C-85 


0.00178 
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MMP-9 


No. 


(nM) 


A-18 


0.00052 


C-ll 


0.000532 


C-19 


0.000920 


C-20 


0.000706 


C-21 


0.000320 


C-23 


0.000340 


C-25 


0.000290 


C-27 


0.000467 


C-28 


0.000741 


C-85 


0.000585 
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[^2 4] 



No 


MMP-12 

1TX1TJI J. JL mm 

(uM) 


A* X O 


0 000376 


A-1 Q 

jTV" AC/ ! 


0 000259 


; P d 


O O00377 


P Q 

o-o 


0 000409 


P Q 


n ooo90i 


Pin 


U.UUU^Oi/ 


p 1 1 


o oooai 6 


P 1 o 


n nnn90i 


P 1 Q 


n nnn9 1 


P 1 A 
L/- 14 


U.UUUl OU 


p 1 c 


n nnn9«7 


P 1 £1 


n nnn9^Q 

U.UUU^O«7 


p i t 


U.UUU004 


P 1 Q 




! P 1Q 


U.UUUODO 




U.UUU^ f O 


P oi 


U.UUUl £70 


P oo 


■ U.UUUOlO 




U.UUUobo 




U.UUUZ40 




/*\ nnni no 


p or* 


U.UUUZ4D 


/"t o rr 

U"o7 


U.UUUo4o 




rv nfiAOQQ 
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[0 0 8 5] 

1 

j&fr SttJfc# 10 mg 

%m 700 

n-V* 274 m 2 

HPC-L , 16 mg 

1000 mg 

) we»*tfcia»i«a[*«aftAav> (i 2/6 o*y->») 
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[0 0 8 6] 

mm 2 

j&fr fiHfcJfcfl- 10 mg 

a 10 mg 

100 mg 

[0 0 8 7] 

unm 3 

3 — > X ^ — f" 42 m g 

HPC-L 3_mg 

150 mg 

jgftl^, 60^ 7->aOA4VM:lto 3->**-^£ 12 0^ r>aOi 

[0 0 8 8] 

«J$I 4 

(mg/^^) 
fett^^ 2 5 0 

t'^v 200 

^rT'i^^v^A 1 0 

£-ft 4 6 0 m g 

[0 0 8 9] 

IHNff 5 

ffittJ&# 8 0 m g 

7*y-fy 5 9mg 

Mtt-fe^D-^ 5 9mg 

X7-TV>Wt*r**s*J* 2mg 

^ft 2 0 0 m g 

JSttJS53\ Ty-fy, -fe/un-;*, isi^Xf 7'; >^v/^i/^A?:S^U No. 
4 5 > . r >3.U. S. W^^VMClLTlf^^f^^^^W^ 0 Omgf o^ifl. 

[0 0 9 0] 

MMM6 

j&fr ?S1£J&55- 10 mg 

ftttfi-t^n-x 30 mg 

CMC-Na 15 mg 

^r7'J ^Svn->^ 5 mg 
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150 mg 

fiH±j£«\ ?L*K mttJUr^n-** CMC-Na (*^y^m;vo-^t 

?A?!^U Mffl?l^*Sr#^>o *£*TU 1 5 0mg«l*#^o 

[0 0 9 1] 
7 

(fflg/i» 

-fe;vn-* 4 0 0 

^f7'J>| . 5 

£-ff 6 6 5 m g 

[0 0 9 2] 

mm 8 

6 0 m g 

7*y~?> 4 5 m g 

TOa B B 14-fe^n-^ 3 5mg 

ptf V tf n V K> (7jctf 1 0 4 m g 

i> y '>A*;i/5K d rv'> =f-y^r , yfy 4. 5mg 

^fT'J^^i/^A 0. 5mg 

rHE lm_g_ 

^-s-j- 1 5 0 m g 

tglUNo. i8>-r>iU. S. ^^vn^iii"o abib^CJ6No. 6 0^r>*U 
, is £ tfrfrS *Z.<Dm®. Kin x. , L fi-«^SiS L -C#m£ l 5 0 m g <7)^J 
[0 0 9 3] 

mm 9 



0.25 

.x ^ y — ;V 25.75 
yo/<7>l>2 2 (^nny7^tn>r/) 7 4. 00 

^-ff 10 0. 00 

©tt^i^^-^^u :©M*^a^7> h 2 2 O-SBKiinx- - 3 0 

[0 0 9 4] 

mm i o 

S14^2 2 5 m g *&ttmair&o <£ r> »-*Jti-* : 

}&ttJ&# 2 2 5 m g 

Ifef n5gtem ?~ V -t V K 2 0 0 Omg 

£-ff- 2 2 2 5 m g 
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[0 0 9 5] 

«*Ufl 1 1 



t > 'J * tA'-feA'n-^ 5 0mg 

V n y "7" 1.25ml 

0 • 10ml 

#«■ a- v - 



[0 0 9 61 

1 2 

$H&ft» 1 0 0 m g 

l o o o m l 

[0 0 9 7] 

1 3 

fttirttttStiM ( l Tjv) \±%.<D X n KRii"** : 

»&7> 1 2 7 m g 
^ jl>BH- ^A 2 7jc» 3 6mg 

h-jV 180mg 
itrtfl-tftttSEfl-^M* 1 10mg/g T?* k * & i -5 KtM^SPM" J o * 

w^f";7"*-4ot;-c3m mmmxTv?*- 1 otti o&ng. ***** 

0t:T-3B#P^^o *Jia<&?£** r ? rfcO'C, 1 OP aT*6 out 

[0 0 9 8] 

IWflfll 1 4 

( l 0 m l «f ) \r#.(D X 7 KmBtt* : 



jg^'J -feV > 2 5 Omg 

#'JVM-1> 8 0 2 0 Omg 

1 mol/L *BMt-*- h U * A 
1 mol/L 

MtttWcfcfln 10ml 



f§14^7>k^»ft^M^Mt-^-k^i , 5^14^^^^ 0. 0 0 0 1 %> 0 
0 0 1%. 0. 0 0 5%. 0. 0 5%. 0. 1%. 0. 5%. 1. 0%> 3. 0%. 5 

. 0% (w/v) -c$>z>&MMi>mm-e&Zo 

[0 0 9 9] 

mmmi 5 

&t & e A*fl * sua-*- * - 
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ij )V * -> fcT - - ;v # V v - 



2 m g 
5 m g 



10 m g 
0 . 6 m g 
8 2. 4 m g 



10 0 m g 



5$; (I) x^frZti&ik^**^x*\/¥~-n'*°v^-^ t fe^%.^ l-t;^-^ 

[0 10 0] 

1 6 

1 0 m g 

5 'J ^f-^^-f V -/n tf )V 9 9 0 m g 



10 1 0 1] 

«J#!) 1 7 

m^&fr 1 0 ra g 

> 7 5mg 

fifty^D^ 9 2 5 m g 

1 0 0 0 m g 



lOOOmg 
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